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[M£] 

[SE&#^] B02356 

[JtHJB] ¥114^111 7B 

[£>T5fc] ^JTMJR 

mwmwrtm} a6ik 38/00 

C07K 14/705 
C12N 15/12 
G01N 33/53 

[ffi3fXti»»f] &tt*o< Brflj#B ITS 7#«i9 M#EPW ? 1 
4 0 2f 

[teBOJiJ^r 1 »^ < tdTTfift* 3T§17til n >f -V ;v a - # 
[ft*] *5 

[tt^Xfi^M] < 2TS14f*5 > -> a > 2 

0 1 

[ft*] HE flE!: 

[3&9?^] 

[ft#rXt±Jg#r] $&m*&jti*!k 1 T B 4 #*& 2 3 
[ft*] »- 

000002934 

[ft*Xt**&] tffllp n n Itft^tt 
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mum**] iooii404i 

[WW**! . 100106323 
005142 

HAftMM 21.000R 

\m^\ mm i 

Wff^] 3S»» i 

9909276 

l&Lte£tt*K#*3*] 0203423 
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m^M 3 ] i fBmo^-/^ k* fcii-toa*^ tr * &isigo 

&ttigJflLt£SWiU U*"*' ^-^irA^^ '^vf, flSfchJfiU Fes®* 

>#u KwranswMiae (als) , x^n, «k& «m#5> mm 

*n->*|, rSStt^cH^ tSttfH^ ^> Mr9-/U3>f K-v*. Miffed SB 

mm* o ojflLtt'W^ MH&iiuE, tui&ttJiiLWrtJiHJfe^^ 

ft • i&*#J^**W*£3tB*oE&o 

^i4^jfiLi4^jflL> ^14^ i ;^^>-t*^> y**^ JHWifiu uses 
iiittififts (als) , ^xmm, &m.m. m&mw 
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^yf-Kt^ti-e^^j:^ (2) 0)it^iiamo^-7 o ^h\ *<dtz vi>v 
im$o% i o ] @B?!)#-5§- : 2 -e^tfr $W75y mse^J t iwi— ^ L < £ 

^^Yttz\t^(D^^Xf (2) ®li^lfSf^^7°^h\ ^<^T^ K<> 

u< ^<7)^T)vttz^<om.tfzit®m^^y^-M^nttzi l t^<D^tm 

£ «i <€- Of <*>|&£i£ 4 i± ~> ^f - MSB & Ms $ * & * fc * 
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m&mi 4] 7>?^~* h^fc&W^i 2fBm<7Xk^o 

fg-^A,. WW-* mm®* mum, mntM*. whi«, b»®> 
g-g&mtM, rw^^-m, ^-^yyym, mmffi&.mmwitm (al 
s) . x^xb«, ir«, «m*3. *ttw»v*^*\ raM«*f£. 

% tzit^r (Dig.,, 

[»^2 2] w*^2 ommvtfv ^^vtf rmt^x.^^ 

[fflNt®2 3] W^2 2fBmommx.^^^— C«gt$^fcfSliMo 
[1(1*3(2 4] W:fc®2 3ffi*W>^»«E&#«::J&*U Sf«U 8f3ic*>G^£ 
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mW&2 8] «l^»JT?*&W*«2 7IB«0|«o 

[11^29] 7i/^^ ifc^> jfc£&UR#s,8u r^v>*, §e 

v>m. mmmnmmw^m (als) > -x^xr^ wr*, ttttw 
, ?u->m, mm&Km$k, &&m$k. mm, m^*** k-v*. m*m. 

[fflf^3 0] fjf^2 ofam^^v^^v^^K^^b-c^^g^o 

TO3 2] (Si, ifcSttfctJUEU 7^V>#i> 

s; busbar *mm, jk*^ 0>mmim, rw^^-m* 
y>m, mmmmkmmcM (als) . ^xm&. mm&L, mm.m, m&m 

> ^n-^ mara***, wam&, mm, it;^^ k— Mnmu 
[»*^3 3] m^2 3iam^>^y x?u*?-Y*&mLr*z>mM%]o 
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^tevtJft14^JflL> itlti'JXV h-r^. fg-^A,. y^fv* IBffilfiU 
V>#i> «B£il8tg-fflf8@Mt£ (ALS) . i^fXM> MUfc, »m*Pt> 1114113 

l»3fcE3 5] If ^2 5fB^O«L#«:^LT^^>^if^o 

v>m, ffimm&Mmmtm (als) . x^xk, stm^ «ttw 
, ^n->^, Mm*8§:&. flttt»^ mm, m^)^^4 K— tit. 

[»^3 7] 0IKRO^V^^V'^f-K*fflv^ifc«:#gfcfc-r&Slt 

4 it % V>m.<D 7s 9 V - - > Flffeo 
I»*^3 8] m^M2 0flBfW>#y** V*^K£^£LT&£iif;&gllBifc 

MfcfcE3 9] if ^3 7SB««o**y--v^:£ft4fc»ini*£3 sieifco* 
[is^4 o] if^3 7iam^^^ i ;-->'^^47ti±m^3 stemo* 
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[tt*£4 3] «Eife!©W-C**W*g|4 2fB^IS^o 

y>i, js3ij»ttfli^«<ks (als) > ^-rxjjg^ §tni^ nm#i. tftteP 

[0 0 0 1] 
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[0 0 0 2] 

S6Rtf>"5 li^tSKLTV** guanine nucleotide-binding protein (J^T> 

v\ Sfc. 7l@<^MS®II^*^i-^*at^ ; itiS*^oTv^it^^. GI 
6R*MHr^ -lfif*SV»tt7 0MmaMl-fe7 o ^ -^6SC (7TMR 

v>*« 4Ift^f L, **i-P*UC*tt6?-* 
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N A OBfjtK^J**Espressed Sequence Tag (EST) hltf-^^-^ Kg® 

& 3f5e1- & i i: ti ffl»!-e * * o 

7 > -Sfif O 1 ofc Lt, bFPRL 1^ 

fclfctLTV** (gmW&ttl) > -7WFPRL2 (^#^^2) o FPRL 
lOT^fcUli, itlltiWtyrfi^fMLP^ HIV»g 
p 4 lfc&vMigp 1 2 0©»^fK, fVt><OU^^>\ F*lH14<£> 
MMt LTliA/? 42, Annexin I <DU^^ K, Acute pha 
se protein, h CAP 1 8. NADH dehydrogenase^ 

UK 3) o 

ifc. FPRL1 ('J^-»A4V-b^-) WCifc-^fPffl I:f4ttv^ 

[0 0 0 3] 

WIHW&R 1 1 
J. Biol. Chem. 267(11), 7637-7643(1992) 
[0 0 0 4] 

J. Immunol. 169, 3363-3369 (2002) 
[0 0 0 5] 

Int. Immunopharmacol. 2%^ 1-13Kn 2002^ 
[0 0 0 6] 
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Nature Medicine, Published online 7 October 2002; doi :10. 1038/nm786 
[0 0 0 7] 

-t&ftm&ott&tevtf'y h% ^v^r> k^fprli 

[0 0 0 8] 

mmmfrhF prli ^je^-r^gfs^rtHtt 1 ; k*jmm»»-« - « 

[0 0 0 9] 

(2) N5K^y^^->^^;l/^;Hb$ttTV^±|B (1) ffifO^/f 

(3) ±ib (i) mm.^^vttzi.t^cD^^mLx^^mm, 

(4) «afeifew-T?*«±iB (3) muswrnm, 

(5) «jt> 7v;v^-fet, &mmm!&. rw>m> ttfusmm 

jMf^StJfiL^ ^tt^V^^h-T*^. 'J-)^ flattie H8«Sk Si^ 

imam, m&m, ^mmm, Tw^^-m, 'i-*>v>m. 
?\ vm®sm&. mm&m&i&. rtn^ mm.m. 
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^jt^^,±ib (3) mmvmm, 

(6) _tfS (1) lEmo^y^K, ^-<^r^ Kfe L< ti^<7)^X-r;vt/i(±^0 

(7) JifB (6) IBfcO^^^LT^^^^J, 

(8) ite, 7u;v^-ei jfee, Tw>m> ttsusmm 
jKam^fli^^i^E (als) , j^xjbhe, BK& tittP^ 1 ;^^ 

&&_Lffi (7) femo^if^j. 

( 9 ) ( i ) mm^ : 2 x*mt> zti&Ts; mwm t m— *> u < »±^kw^ pi 
KSfctt-eoaujirr (2) ®±ib (1) lem^^^K, k*>l<j± 

(11) (1) wmtt: 2~emt>ztizT*ymsffltm— <>L<»iMtWfc 
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i~*J : 11/ 



?-vttn±*<D&&zw (2) Gxtie (i) sB«o^yf-K. -eor^ Kfeb< 

(1 2) JifB (9) R*«3**y-->^:^4fctt±IB (i i) 3B*W>**V 



(13) h-Cfc£±i3 (12) fB*0^b-&*^ 

(14) 7>^^ht^ Jtffi (12) fa««Mfc'£«Kk 

(15) _h|B (1) flBSRO^^K. -€-OT^ F i ^>U<(i^•o^X7 i ;^^/i(i^ 
(16) _L|B (13) h*^LTfc*^aE*J. 

(i 7) _tis (i 3) famor^^ hfc^L-c&ai^ rv;v¥-M> 

t**> ft**,, vwr* utoifiu ibmes. witfWK vwmk hb^m, 

ttflMtefik 7;v^w^-#^ ^-^f>v^ ^MftfO^^k^ (als) 
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(18) @S^iJ#^-: 4T?^$tt*T5y»BB^Jfcra— U<»±^jRWt-|B|— OT 

(2 0) _hfB (1 8) B»OG»eJt*WHs^-»eJt«r3-Ki'**V 
(2 1) mm^: 5-ea$*t*ffi*ffiy!l^?>«:4DNA. 

(22) ±ib (20) iam^'-K 1 ; Vtf K^tt^t^^^-^ 

(23) _lib (22) mm<Dm&^??-^Mm&z*ttzi&n&%!:^ 

(2 4) jLia (23) tm<o&itmm&*imu ±ie (is) iB*c<oG^6ft 

(2 5) _h|B (1 8) |B«^G^e®^MV"fe7 ,> ^-^eK^^^^^^ 
(2 6) ±IB (2 0) fBttO^U^^^^^KfcffiMW'fc^E^Jifett^— 
(2 7) ±|B (18) |B*©G^V^^R*flKllV-fe^'-^>^^3R<>t<tt 

7^ k t tz \t <du * l r & * mm , 
(2 8) ^^j"c*^_hfB (27) mmowm, 
(29) wjl r^*^-**, &mmm&. r s Jv^m> me&gm 

^JfiLtt^JfiU ^ttxn^f-f^, f£-£A^ V^v^ fflSttifiU r«^> 0 

. ffimm&wmmim (als) > x^xb^ «&& msm. m&mmv 
->m, mm&*M&. itt»^> mm. BH-^-r k—>*. m>*s«u mm® 
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v£^J-e&&_tfB (2 7) fBUcOISIg, 

(30) ±m (20) fam^^v^^v^^K^^tr^^B^ 

(3 1) fo$kmMX-1bZ>±M> (3 0) IB«c<£>|g|g. 

(3 2) TV)v*f-m£~ &mn.mm£~ r-jv>m. ne*gett 
jtjfiL&Mu ^tt^v^^ u**^, istbjflu n 

, mmmnmmmm (als) > x^xi& tun^ *tm#i> «tewflfv* 
f&3«si-e**jtfB (3 o) mm.<vmm, 

(3 3) ±|B (2 3) |Bmo#y**W*^K*^LTfc*#»r#J> 

(34) Bum, 7v;^-^i ifee, ^ttBR^m. r^y>», ae^att 
iMttMu ^#14^';^^ h-T-*x, ^vf, F^tojfiL, ^ 

, (ALS) , j^XIM, ttRlfc, «teM«P;* 

->m. wam&. mm, m-**** k~>*. ursrtJu mm® 

•e**±fB (3 3) |B*O^Bf»J. 

(35) -Lib (25) %?M<vmt*^^x-%z>wmn, 

igjfiLteSrJfiu ^#fixi;^7Hfx, i£-£A^ '^^f, BfftJfiu JlSffiS. & 

, ffimm&mmmm (als) . j^xib^ «uk& mi^#§> 
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^Jp2 0 0 2 -3 2 4 1 8 9 ^ ^- v : 

*e^^»±i5 (35) mm<vw>mm, 

(37) ±te (20) mm<o#v z?v*^Y*m^%zt**m.t-$-h±M ( 

1) IBm<^)G^ >a7 S*tll/-t SoMf ?:Mk$*§M 
(3 8) iifB (2 0) mm<0*°V?-? U*3-FZ^mLX%2>±m (1) tamo 

(3 9) ±|B (3 7) fBttO^V-^V^fe^fcttJtSB (3 8) fB«c<£>*^ 

v--y?m*v h*m^m<bti&, ±ib (i 8) fBm?>G*>^sc*®:M 

(4 0) ±IB (3 7) IBm^^^V-^^^fe^^^fB (3 8) ffl«c<£>* * 
h^rMv^t^'b^. _tfS (1 8) IB«OG^>/^K^» 

(4i) ±ja (3 7) ib*c<7>;^ v-^>^:fri££?c{i±ifi (3 8) lamo*^ 

^y^-^>^^n<o^MM^mt^^^\:^mttzit^<7)m.^^Lx^^m 
m, 

(4 2) _h|B (3 7) fBm<^*^ V *:{i_LfB (3 8) t?MO*>7 

v b*fflv^T#^^^>, ±ia (i 8) mmvG?>^?m&&w. 
ly^^^-^y^^M^mm^mm^^^t^mttz^oM^^vx^^ 
mm. 

(4 3) $L#:mMX$>2>±m (4 2) fBmolSlil. 

(4 4) nsm, ri/;v^-^m> ifes. ^ttai^m. 7yv>a ie^tt 
. mmmmmmtm (als) , ^zmm, mm^ mmm, litems; * 
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. mmMitm, ^^77x;^-tnm ^-f^as*. afct^ 'Mass 
(4 8) um<vmm, 

(45) ±ta (20) mm<o#v zfi'XT-Ytfzte^v-'mzm^&ztZ!® 
Wtttz±m (is) tato gisi v-t -seiom r n aosi 

(4 6) JilB (2 5) |B*Ofitfl:*fflv»&Cfc«rflMRfc-r«JblB (1 8) 82«<0 
[0 0 10] 

(4 7) (i) FPRLK ^-co^^y^ Vtfzii^r^t^ (DJLffi (1) IS 
fctt^OttfcJilB (1) IB«0^^f-K, ^<?)T^ K&L< 

(ii) F P R L 1 > *0&#^:/^K3:fcti*-Offl^ (DJifS (1) 
Ifl^^yf- K, f©T5 L< i±*r <D X ?■ Jlstfztt-ZnMZfzltC&F PR 

Litfzi*<t<Dm.t±.m (i) Bfito^^f f, wn^Kt^^r 

(4 8) (i) <D&«LfcJJE (1) SBttO^^K, W5nL<IW 
x^f;H^iif^t^(i(DFPRL 1 f^l±^Offifc±IB (1) SBftW*-/ 

(ii)-<D»i»b7t±e (i) iB*w>^-/^h\ k*>l< 

tt-5-o^-r^$/i»±-€-offit^»i<DFPRL 1 ifeti*otti:±fa (1) fiHR 
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9) tm<ox?v--ymm, 

(49) (i) ®mm.Lfz±u (i) lem^^^K. -eor^ k*> t<*±*o 

xj^f;i/f fcte^o&tfcfiC^FPRL l * tz\*%<nmt±M (l) fB«o^^ 

Hil^b^lf^lW^FPRL 1 fc^-f ^Ifflfl&fc&JSfcSHirfc*^^ ( 
ii) <DHt*Lfc±fB (1) f2f^^fK> -eoT^ Ktt<tt^x^fn/i 
^ti-eo^tfctiCDFPRL 1 ttzli*<Dm.b±m (1) IBtt^^K 

w$tz\*z<D^ ^iLimmt^^FTRL i *^^-saajiatcsf»$*}t» 
£K*»t&, mm.Ltz±m (D tam^^^K. K*>L<t±-€-o.x* 

±15 (9) ffitto** 1 ;--^:^ 

(50) (i) <SWHfebfc±IB (1) SB«O^^K -e<7)T^ K*>L<J±^tf> 
x^f^lftl±fOittfeli©FPRLllfe»±^tti:±E (1) ©IRO^"/ 

ttmti^ttf^^FP r l i z^mtzmm^mmfr^mnz^fc^ 

(ii) ®««l,;fc±JB (1) tmo^^y\ Z(DT^ KiKlWx 
^lif^i/:W(DFPRL 1 * ^li-€-0^i:Ji|B (1) SB|ft<0^^ 

u^t-ft** ^i±-€-<^m> * i owRfls*** f p r l i him&<oWkU 
fi-Kmnz&tzm&^&w mm.Ltz±m d) la^^^^f- k> k 
*> l < o 7- )v t tz it z ^toiiisoii^ Ktt-f h &&m. * mm u 

Jt:^i-^ii:^#mi:i-^-hf5 (9) IBIRO^^ V 

(5 1) (i) (DUfttLfcJtJB (1) IBi^^T- h\ -e^T^ KfcL<tt*<0 
x^f;H^ttf^^tt(DFPRL 1 tTtti-eo^fc-hia (1) fBm<^^7 0 
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• Ufe'fb'fr***:tt«€-oa*x FPRLl£:3- Kf^DNA^tt^DNA 

g0fc@l£m#O«MKHmL£:F P R L 1 KmMZttWi'kt, (ii) (D&tt 
Lfc±fB (1) IBm^^K, f©7^ L< fi^<^*x;V£ 
tfc(i©FPRL 1 *fett-tO*|[fc±IB (1) ffi*W>^^h\ WO'^L 

Ojt&, ^3 i^m^tJ^^^Stem^MM^mt/iF P R L 1 
*fc*£-fc*3tt^ IRWLfcJiSB (1) IBfO^^fK, -€-OT^ K&L<tt* 

(5 2) (i) FPRL 1 iittftti^iFPRL 1 

(ii) FPRL 1 *Mtt^*^«J^iim^^!|SjS:FP 
R L 1 *tt1r&mJ&K.W&Z'itfc1*bK.&t&. F P R L 1 =Sr^h L/cMM 

(53) FPRL 1 *mmk'r2>'lk&®Z, FPRLlt3-WDNAt* 

& d n a * -m-t & am x. ^ * * - x^w&m t fc jmejjw* * & - 

ttCioT^^Stem^^JI&m^mU^FPRL 1 fcSfo* fc, 

f p r l i ifiHt-fbi-*^^* £Tftmft&®zMmj&Mm&fc<vMmmz% 

iUFPRLl KgMft £ K&tfZ>, F P R L 1 ifrlr&mi&MWLWfe 

(54) F P R L 1 fcflHtfb-r *to£W#<D±IB ( 1 ) leic^T^ K> ^<^T 

(1) mW.<D^^-Y\ ^<DT^Vi>L<it J t<D^^-T)Vttz^<om.t<Dm'k 
J &*mkZ*tZ>it&®Z tz\±%<OMXlb aJifB (5 2) ifcii (5 3) IBfc?)* 

(5 5) FPRL 1 *-^^*«Ift*fctt*OilH^*^'t*ifc**MR4:-r 

^>_hiB (id mnvx? k 

(5 6) FPRL 1 *3- Kf^DNA^^tt^DNA^tt^^x.^^ 
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i:mu:fprl i ^^-r^>ct*#iti:i-^±fa (i i) tam^^^ 1 ;- 

[0 0 11] 

FPRLlte. fOxJf. H^PilLMf (fflilt 

, yvrmm, mmpmm, itmm®,, r/^ 

_t&«^ mmmm, mmm, 

mmmm, #s&) > umm, mwmm, 

itmm, <wwmm, luwi jfn»*> L<imMmm, 

mwm, ±mmmm, mm, ®m, umr^, umrm, m®bl&, mm, 
, imm, nmm, mmm, mk, mvm, mm, mm) , ts#, n, 
mm, wm, %tm, &M$k, ?m m<vi, -win, um, mm, mm, m, m 
itm (m, J^m, ^ mm, mm, ^m, mu, mm, iti, mnm, m 
ffiti&M, mr&jjsu m%, mm, mm, mm, #> rm, ^m^t\ #k 
^ wm, mm, jmu ^^n^r-v^^^ji^^k^®^^ 

[0012] 

^ijx. if , bb^j#-*§- : 2 -e^fr $ ft& r ^ j mm^i tms5 %\>x±., f*t< 
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mm mo. o i~i o ofe, i$ZL<i*mo. 5-2 om, i^tt 

<l$ifo0. 5~2j§) t^^ih^lv^ Ctv^x^Mtt^S^Se®^ 

xwm-t ^it^t^o 

[0 0 13] 

t tz, F P R L 1 £ LT(±. a) le^W^ : 2 . : 4 £ ^{i@B^iJ#-^ 

I 6Xmt>Zti&T5.JmMm$ i <Dlifz&2m&±. (^t<(i> 1-301S 
J:^JL<IJ1~1 ommm, ^^:fiL<liti (1-510) ) O 
7 5 /tmLfcT 5 /m@^iJ, b) SKW-i-: 2. @B^!J#^-: 4£/cte@£?!l 
6T^^$tt^>T^7mSB^J^l t/:li2«± »JL<li> 1-3 0 

mmm, i^SL<m~i o^s, s <b \z&t l < a~5i@) ) 
or^ymWiratJtr^ymiB^ c) @e^ij##: 2. mm^: 4tfzi$m 

3 oflti, L<t±i~i ommm, zbKftt v<i*$km (1-5^ 
) ) <D7 $ ymm&<&7 $ smxm&ztifzT $ ywtwffik ttzm) ztib* 

[0 0 14] 

*>£*i&7 5 ^miB^J^^i-^>FPRL 1 ^(iC^t-T^FPRL 1 ii, 

(-COOH) . ^mv'P-K-COO-)^ 75 K ( 
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-CONH2) ttzit^XTA' (-COOR) 0#titf*otiJ:v»o 
iit'X^f;W:i3inRtttli, 0lx.tr, n-^n^V 

y^n^y^t'OC 3 - 8 D7;V^^ $IxJ£> ;V 

^7x-^-c 1-2 r;i^v*fc u< Hfl-t7Wt^^«-t7 

F P R L 1 ^C*W^* ^**^ v^* (Sfcttfc/M^W-M 

$t>K> FPRLl&cte. ±|BL^«aK^*v*T, N*SiO>^*-^»* 
;V*&^<7>C i-eTV/Hfefc*?) -C#fl$ttTV^'bO, N^ffiH^^rtT'^J 
OfflflLbOtt&S (#)x.if> -OH, -SH. T^/»> 4 S^V-A'*. >f> 

$;mmmfrb%&K bfi*FPRL 1 (J. Biol. Chera. 267(11), 7637-7643( 
1992)) > ffi?0## ! 4 X-mt> £ T ^ / mie^J^ &af*9?>ft*FPRL 

i, E8l#^: 6T*at3$^r^y^@B^J^'b^^»^^^ft*FPRL2 (J. 

Immunol. 169, 3363-3369 (2002)) fc£d*fflv>e>*La 0 
[0 0 15] 
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2002-324189 ^ s<—z? : 21/ 

FPRL 10g&3^7^K (&T> ^^y^K^iB&ISi-^lr^*^) 

^^f-KiLTtt, SfcTktt'/n fj|fl:i3^tiMit (flTfctt (Hydrop 
hilic) T^^t^^ttTt^^^-tf^^KT^^o Bfcfctt (H 

ydrophobic) SBffi*— SBfc^tr^-/?- K *> i § &o fl>»OK 

[0 0 16] 

* ^H^Ogp^yf- Kl±, JhlfiT 5 y miB^'J't'^ 1 $ fzit 2 1@m_b (0 
*L<ti, 1-1 0l@3SE> Hi:0iL<tt|i (1~5«) ) <7)T<yWitf 
^07^WJi:ii^ii2#U (Sf£ L<W\ 1~2 0 
li^E. i W£ L<Jil~l 0®mm. S5>KffiU<li»B (1-510) ) 

<{i. l~10im L<tti-5«e&) 

*»Wo«^yf-K»C5|dW t *^^5/^'* (-co oh) , 

#*'>V-h (-COO") > 75 K (-CONH 2 ) *tz\*^*T)V (-CO 
OR) ^lit^tUv\ K^C^Mt:^^'^^ 
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2002-324189 ^ ^- v : 22/ 

f £ te-x* r Mb £ ttr ^ * i> <d & oufr^-fi- K fc-g-t *l* o - 

BrStt^JcLfcG 1 n^n^^r/tftL^:^, ^?fl07 5yROfll« 

$H^FPRL 1 f Tt^^O^^y^ KO&fc LTf±, 
IfttL^o £0*4*i:UTI^ «x.lf^ V >M> *ft 

[0 0 17] 

$»FPRL 1 $ fctt-£Offlt±, ±fBLfct: Y*m$MVo<omi&ttilZ16L 
[0 0 18] 

*^©FPRL 1 L< fi-e-Ogp^ , 7 p ^ Kt^}±-eomt/wt±-eoT5 K 
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2002-324189 ^ ^- v I 23/ 

wximvr^K^f^m #'j7^'j^7$>m 4- (2' , 

4' -vV ]^y7x-;v-tFnJfy^;v) "7 ^ / * vflsfBg , 4- (2' , 
4' h*^?^— ;V-FmocT3 ;xfA^) 7 jc y 3r->#J3i& if fc^lf * 

litL*C(±> DCC. N, N' -^V7"nfW^^5K, N-^;V- 
N' - (3-y^f^7^/7'nij;v) j&A'tfSM X K&if^ffiv^tt&o ^tt 
^^^^^^^{i^-fe^-fb^lMWi HOBU HOOBOtfc 

[0 0 19] 

N-^WM75K, N, N-y^f^7-tt , 75 K, N-^f^n'J 
KBIT'S Km *nn*;i/Afc^o^nyvftifefl£dt# 
I, h ij 7A/*nx^>'-A/i5:if07n'3-^S, y^f;V7H^yK^^ 

„ 7-th /niftxf y;V£if<£>- h U ;v|g, #81* WfWl^ 

»a§a Km&&j&EUBK&M ztm&zt h fix ^ zmmfr* m±m& z fi 
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[0 0 2 0] 

^y*;V^;K Cl-Z, Br-Z, 7^"7>f ;^^y*;v^;K M>*7 

7x-^7'f/ft^^ Fmo c fc^7&*/Bv»k*t& 0 
*;i/^v;i/*li, fflx.}*, rK^x^fMb Wilt 

* v * /i>:i?— >u b F?y K4k * — S' V - ^ h 3r *s # ;vsj*— ;v tK7 v 
t^-Cl^o i<ox^fMfci:StSiJ:ltli, Mx.lt T-fe^lfefe^ote 

^nv>07^y-;H47Xm*^#H*t UTtiU fllx.lt Bz U C 1 2- 
BzU 2-ifn^>^ Br-Z> *-->*'J-:/*-/l'&ttWflv»e>rt,* 

o 

fc*^*;»<&>r ^ ^V-ZK^fiUKafefc LTlt fllx.lt Toss 4-^ b^y 
-2, 3, 6-fV^f^>-t*^^x;K DNP, ^> V)V3r* 
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2002-324189 ^ I 25/ 

% Bum. Boc, Trt. Fmo c%t*tfm^htl& 0 
[0 0 2 1] 

, 4, 5-PJ^nn7x;-;K 2, 4-^-fn7x/-;K vT/^;v 
7;V3-;V, ;^->n7xy-;K HONB, N-tKD^^vU\ N 
-HKD^y7^H^ b\ HOBt) fcOx^fA/] fc^JBv* f>*L£« HUH- 

7^K> 1, 4-7^>yft-^ 1, 2-^^>v ? f-^--;V^ifOid** 

tfflv^W2, 4 - y- b n 7 x - jVSlif 1 7 x ; - «(: J: 

2 -.x* >v*?-*-;K 1, 4-7 , ^>^t-^4ir^T©i^ii:«t^ 

KfitKia^^, **»^hy^A»«t, ^rTv^-T^ific^^T^^y^a 

[0 0 2 2] 
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12 0 0 2-3 2 4 1 8 9 ^ ^- v • 26/ 

[0 0 2 3] 

$^WFP R L 1 (DUO"*?* VZtzlt* <Dm.it ^ &fe<k%\<7)s<-7?- Y<D& 

^l#^^^7 p ^ t < fir ^ smtm&&frt 

flSo ^Oi^^#«f©Iili: LTtt, MilJ, J^T©a) ~e) icffi 

a) If. Bodanszky 33 XV s M. A. Ondetti, ^^f* K vV-fev* (Peptide Synt 
hes is), Intersc i ence Publishers, New York (196630 

b) SchroederiS X L^Luebke, if ^7>?-K(The Peptide), Academic Press, Ne 
w York (196530 

c) IM^f, ^^K^OSltm %mm (197530 

d) fciOWfltlfeSF, &ft3^Ufe»M U «fiKOfl3*IV, 205, (1 
97730 

e) ^cft^i^ £14$ K^Jtfc J£JII#J£ 
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2002-324189 ^ : 27/ 

[0 0 2 4] 

#3&§HOFPRL 1 K-T&^V^^ Wf-Ki: ttli> ±fBLfc#3&W 

OFPRL 1 fcn-K-t&aUfeEyiJ (DNAtf:iiRNA> #?;£L<teDNA) 

Tte> $HlfiOFPRLlSr3-KtSDNA, mRNAf^RNAt^) 0> — 

fi|RNA*fel±DNA : RNAOM^'j7 KT?<>J:v\, — *fllO*^t±^ -fe> 
*§I (1"&fc>*>> 3-K0) t^ot^ TV^-feV^il (-T^^*>, *a-K 

^ais^iifj rifpcRk^ojsfflj 15(7), i997nm<Djjmtfzi*zfcfcmv 

#§&9iOFPRL 1 *n- KtSDNAt Utii, Y J -ADNA, ^/ADN 
A^^f 77 V — > _hfBLfc,« • a^S^O c DNA, JtfB L fcifflflfe ■ ^fi* 
^)cDNA7^7'J- ^DNAOV^i*tt-e4> J:v^ 0 7^75'J-i:fit 

v»fji-eJbotUv»e 4^ ±|Bt^Hfflfi ♦ OtotalRNAtfcttmR 
NAI^$:illf:i <7)£fflv>-CI§:^Reverse Transcriptase Polymerase Chain 
Reaction (JglT. RT-PCRftt»tt4) K * of*!*** i £ 

o 

^f£WKtt\ :£3§930t: hFPRL 1 *3- WDNAiUli, ^J£(^ 
@S^iJ#-^ : 3 T^fc $ *t* ^SB^lJ fc^l" & D N A , £ fc fiSfi?!!^ I 3 XB 
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2002-324189 ^ ^- v I 28/ 

$H^'>^FPRL2*3-KnDNAiUli> 0flx.l£. E?'J#-^ : 

mmt^j* > u >yx> h^^T-e^^f^ 1 ; ^x-j-saufcEBi&tfu 
: 7 -e^*> $ ti&m.mwim tm s 5 %£Lt> ^i<iiii9o %m_h> 

[0 0 2 5] 

^eix^rj.^--^n-^>^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) fc|B|ftO#i*fc ^KffcoTfrfc 9 

t;W^fr/yx^>^#t[i, ^bU^A^^l 9-4 0 

mM, #t L<f±«Jl 9-2 0 mMt> SUKtW^ 5 0-7 0t, £f 3: L < {±&J 6 
0-6 5t©*ft*^t, tb'J^AlE^l 9 mM-Cia&#ft 6 5 *C 




miiE# 2003-3102510 



2002-324189 ^ ^- V 1 29/ 

Ll^n-mDNAtLTtis ie^)#-t : 3 *LaJ££BE?!W>&fc* 

mn^r-B- : 4T^;b£*L&T^ ^KE?!*?)**?? >FPRL 1 
& D N A t LT J±, @e^ij#-^ : 5 "C^fr $ *L*ffl2£BBy!ia> ^^^DNA^ if jWH 

$»FPRL 1 in- F1-£ DNAOffi36K^jO— SP> 
Ufrf??- K«ra- Ki"& DN A *^1"4/f »fCti*<^ RNA?:^ttS 
[0 0 2 6] 

#S&9! FPRL l«fi5^F©*«4fe»±»a«ria*-t-aitO-CS* 

o ^H^'J^WF tt* FPRL li&ittORNAt^J 7*V 

^x^&dt^-e^ mRNA<7)^*fc(iatg^is$-r^-^^T^^^\ 

^WiFPRL lTONAt^Mffl^UFPRL 1 atfS^Of&S* 
PIS • mm-f & £ ^ ? -e i & o F P R L 1 1IR N A tf>$t^ $ ttfzgB^J KffittW 
V0r?-Y\ PRL 1 ilRNA kWWI^W 9"4Xt 

2> Z.ttfT"%2>tfV J* 9 V** Ft*. ^fi^i^MtFP R L 1 at^O 

1^04^0iB^J^fflrai4«:^ , t***v^±ffl«fi<j-Cib* £ t *jfti*-t-*o * * V 
*^F, aUfcEBISfcfcfcRatfc^f-F (SSK) r*tt&1-*J 

F OT^yKSrii'glSbTV^o F P R L 1 itfc^O 5 » ^Tt?> 
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2002-324189 ^ v : 30/ 

7\ 5' «6-^-*^T • V e- K 5' 3»iPRSH^> ^V^^KH 

LtSf?to FPRL 1 Steffi 0&>fr&&fli^&*|-^ LtS^L^ & 

o 

[0 0 2 7] 

7>?-*>x] -?$>&t^7 zbtf-e^Zo ry^^yy, • xvz? v*?-Y\± 

„ 2-^^v-D-V^-^*^tTV^^i;T'^^v^^W^'^h\ D- 

V * f - K4M& * ^rT & <Dm<D (#!) x. tf, TUSfcO® g ©^m*3 J: Z>*^j& 

U i* c 'J-7-liDNA^RNA*l:|,!Jl$^j:9^M^7'J >?*&Mk 

fctt, 2MHDNA, l^fDNA, 2$HRNA, 1*«RNA, SfcfcDN 
A : RNW/'J7 K"T?£&£J:>&*-e§^ $ 5>HiNW»*V * * K 

^-h^^) ^o^^ ^xlflgg (^^7-<, )5^V7-€ - -r^t 
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2002-324189 ^ ^- v : 31/ 

fco, 7JK«J^^tt5i^ «$tLfc^£*#o&<7) (Mill «T 

kj fcitf n&KJ yy ^irrtf y $^v^tirn©* , e4<> 

? V * 7 K£ i W S * * V * K ti $ ^««P^*#&«f § ttr v>r £ < . 
[0 0 2 8] 

*^©7m>^ • #VJX^ (^m) »±> RNA. DNA, 

W*tW*S*Lfc;RBfc (RNA, DNA) -e&&o ^Sftfc&BW^ttfllfc LT 

S*U><> v> 0 ^©7 >f-b V^MJi^O <t 9 tt®r~C&t L<i£ 

LTj|WiSK$Hrc&#<fck:K/C;fe«K Mx.^ J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

^■t^^d t-«< #y y ^><7>£d&*°y *flii&iit offish* 
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2002-324189 ^ v : 32/ 

-K tfCWfctLfco iH^^ft Sj&&&v>{i5 

[0 0 2 9] 

■#$m <DW>fi"< ^ K £ 3 - K-T & D N A t L T it, Jilfi L 

(OcDNA, _tfBLfc*fflJ& • ilfl^cDNA^^^'J- ^DNAOV> 

• OmRNAH^Srfltib^^OirfflV^-CitfilReverse Transcriptase 

Polymerase Chain React ion (J^T\ RT-PCR^t Vffi?t & ) Wo T^iPI 

1) SB?**!-: 3. SE^iJ#-^: 5ttel±Wffltt: 7^&t>Zfr&&m5Sffl*# 
-t*DNAO«P^3&E^J*^r"r*DNA. tfcfi (2) @E?!J#-^ *. 3, 

-s§- : 5 1 fciiWSWBfe : 7 -e^fr £ tL^»msie^J t^^^h'r/^x>> 

T-e^-f^V^Xi-^^gB^iJ^^U *»t>FPRLl, 7 7 h F P 
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2 0 0 2 - 3 2 4 1 8 9 ^ ^- v I 33/ 

'J^X-ei-SDNAkUtt, 0ix.tf> E^l#-^: 3. Se^'JS^ : 5Sfe*iE 
?!!#-S§- : 7 -C^fc> $ tL^m^ie^J m 8 5 96JiJl_t^ 0* L < lift 9 0 %J£LL, J: 
«9$f2 L<l±&9 5%K±«)ffiRltt%*-r&«atKW ! Sr**'t*DNA*if3&»ffl 

[0 0 3 0] 

#f&9!<Z>F P R L 1 ttzit^rOU^^ K (J^T. *HWOFP R L 1 hB& 

OFPRL1 <&«B#02£Ey!l **t*^DNA^9'f , 7-*fflv»tPC 
R&K J; otitic *fc»ttl£fc^**-fc:»*&^DNAM3&W«> 
FPRL lO— Ki"*DNA»f^<> L< fi^DNAfc 

o y^H-i/a ><Dlj&te, ^liif, ^V^ray- • ?n-~>^- (Mo 

lecular Cloning) 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press 
, 1989) KIBttO^ftfc^fcffcoTfrfc^ Zttf-e^&o Ztz, ^m<07^yy 

[0 0 3 1] 

DNAOtSE^iJO^a^ PCR^<^*7 K Mu t a nTM 

-super Express Km («0 ) , Mu t a n TM— k (S 

Sat («c) ) fc^fcfflv^T. ODA-LA PCRS, Gapped duple 
Kunke 1 t*<D &fe<k&<D-%m$>Z> ^\t^fth t*:frfeKfl£o 

^n->ft$*L£FPRL l^rr - K-t&DNAIiBWKJ: ttz 
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2002-324189 ^ v ! 34/ 

fc3* ^HDtCfi^lR^jh^ K^fc LTOTAA, TGAtTtliTAG^tU 

*H^FPRL l^f&m^*-^ ®lx.ff. U) #3£^OFPRL 1 £ 
K1-^DNA^e>@^t1-^DNArrM-^^0f)ait, (n) ^DNA®rtf-& 

[0 0 3 2] 

^ * - i: LT(^ ^Jima^^^^ ^ K p B R 3 2 2 . pBR32 
5. pUC 1 2, pUC 1 3) , ttfffi^/^^^ K (0IU pUBHO, 
pTP5> pC194) . mm&^JXZ K (M> pSHl 9. pSHl 5) 

, /N^j-n^^;!/^^^^^-^^^^^^ pAl-11, pXTU p 
Rc/CMV, pRc/RSV, p cDNAI/Ne o^»^tL^ 

3E^LTffiv^^{i, SRa^n^-^-, SV4 07'n^-^^ LTR^ 

o 

t Lv^o a±/i s ivx'J b7llt^^>li^li> trpynt-^- 1 a c T 9 
n^e-^-, recA^n^-^-, ^PL^at-^-, lpp^n*-^- 

n^-*-, p e nP^nt-^-^h\ PH057" 
n ^_^_ N PGK7°n^-^- v GAPT'nt-^-, AD H^a^- * 

0 -7x2*=- t-ttt^mt Lv> 0 
[0 0 3 3] 
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2002-324189 ^ ^- v : 35/ 

V4 0or i tm%rt2>m&&$>&) ftrntuv^io^^sit^t 

aR7-»-tUli, 0flx.tf> yv: Kn|iBKKc»# OBIT, dh f r 
i:nfr3ft-r**&£T& s **) iH*^ C^Vhm-h (MTX) #&] . T^^'s 

(&T\ Amp r fc*fttS»^***) ^ ^t"7/f 
^ (^ Ta Neo r G4 1 8 #14) m*mft>ti2> 0 

CHO (dhf r~) «»tdh f rjimi^-*-^ tt 

®^N^ffi9lC#inf^o a^^v^V KTHItii^ P h o A • v 

OmpA • v^^;v@fi^J^^\ f±^^;v7llt*l.i^li 
awfr-c**»£-«u mf a • s/^f-zuEflK sue 2 • v^;v@e?iJ& lf£ 

[0 0 3 4] 

xyx'J fcTSB?)*#$I£: LT(i> xyx'Jt7-3'J (Escherichia coli 
) K 1 2 • DH 1 (^ny-y^^X • • if • i-i/a-TP/ • 7^Jt5 — • * 
^ . jcv->>f X • • if • .3.— J^XJ^— (Proc. Natl. Acad. Sci. US 
A) , 6 0t, 1 6 0 (1 9 6 8)], J Ml 0 3 O * * V y * • T v y X • »J 
^-^ (Nucleic Acids Research) , 9^, 309(1981)], JA221 C 
>?^ — ^-;V • ^-7* - ^eU^^y— • ^Mtny- (Journal of Molecular Biolo 
gy) , 1 2 0f, 5 1 7 (1 9 7 8)] , HB 1 0 1 • *7 ' 

a?-.;^^?;-, 4 1t, 4 5 9(1 9 6 9)] , C 6 0 0 (^f-f? 
*X (Genetics) , 3 9t, 4 4 0 (1 9 5 4)] & ^Jfl^fctL&o 
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2002-324189 £ : 36/ 

;*?-)VxmWtVXl±, 0Bx.«T. >^;V* • X-/f (Bacillus subtilis 
) MI. 1 1 4 2 4i, 2 5 5(1 9 8 3)) , 207-21 C^-^ 

)l> • • 5 h 'j — (Journal of Biochemistry) , 9 5i, 8 7(1 

9 8 4)] tettfm^bfc&o 

®9 tLXit^ ffl k. f £ > ty*n7>f-fc^ -bUf^x (Saccharomyces cere 
visiae) AH 2 2, AH 2 2 R — , NA87-11A, DKD-5D. 2 0B- 
1 2, y y * n «fe ^ *K V ^ (Schizosaccharomyces pombe) N C Y C 
1913, NCYC 2 0 3 6, tf*7 MJ * (Pichia pastoris) & ^ 

[0 0 3 5] 

Sfc^ftSTO (Spodoptera frugiperda cell ; S f fflU) Trichoplusia niO^ 
J]§fi3fcOMG lffllfe, Trichoplusia niOlPffi^OHigh Five™ «> Mamestr 
a brass icaefi^<7)»f fciiEstigmena acrea&3t<9«& t^m^h tL&o V 
/fWBmNPV^Ii, (Bombyx mori N ; BmN«) 

%¥iim^h*Lh 0 f S f 1112: VX\$, mk\Z, S f 9» (ATCC CRL1711) 
„ Sf 21» (£l_t, Vaughn, J.L. > • *? 4 # (In Vivo) ,13, 213-21 

7,(1977)) %&Pm^htL&o 

m&t lt^ wax, *<< ^(DSh^^m^hfi^ citrffl^> *>ff-*- 

(Nature) , 3 1 5&, 5 9 2 (1 9 8 5)) 0 

Ifr®*IBI&fc LTti\ ^J£if> tJV«COS-7, Vero, *-W--X^ 
A^^-»CHO (JJ1T, CHOMfcB&ia) > dh f r aHs^&tR^ W - 
-XM^^-«CHO (&T\ CHO (dhf r") $U&tB&lE) > 
LfflM, -7^^AtT-20, ^^^UD-vifi, 77bGH3> tbFL 

[0 0 3 6] 

Proc. Natl. Acad. Sci. USA) , 6 9t, 2 1 1 0 (1 9 7 2) (Gene 
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12 0 0 2-3 2 4 1 8 9 |£ I 37/ 

) , 17%, 1 0 7 (1 9 8 2) &£KtiMV>'fim-fc'3r$f% J > £k&X%2> 

o 

^/wxjRB*^5MEft"t*fctl Mx.il *V*=l*7- '7>K-yx^7 
)V • V j.^r-'f y ?X (Molecular & General Genetics) , 16 8%, 1 1 1 ( 
1 9 7 9 ) ^ ^i:ffitOMt:^o t^T^ K t 1^ o 

»#*^Sie$fe1-*£*l Mx.ll * v VX • ^ > • x^tM^ny- (Meth 
ods in Enzymology) , 1 9 4%, 182-187 (1991) „ v- v> 
^X • • -if • ^-v3^-;v • t#t*^ - • ^-7* • X • ^-y • if • 

.3.-.x;*jc- (Proc. Natl. Acad. Sci. USA) , 75%, 1929(1978) 

^»l^(±fB^*f^t^^(i> Mx.il ^t/r^ny- (Bi 
o/Technology) , 6, 47-55(1988) & ^fEm^&Ktfco Tfr& ? £ § h 

o 

mmmmzi&mmmirzKit, mxji mmx^mmsmmt^L^fm^h 

263-267 (1995) (^ilttHfr) > on (Virology 
) , 5 2t, 4 5 6 (1 9 7 3) KIBftO^SifcffeoTfrfcd Z-ttfX%ho 
Z<DXo FPRL 1 Ki"^DN K*^~f 2>%M^t f-XM 

m^^^v^rmm, ^frxmnx&zfmm&fazmm-t&m, mm 

, Mx.il ^;vr7-*, f^HJ^ *Tifl«fS3\ va$t&£\ MiiM^LT 

(1 Mx.il T>^-^A^ N 5im^m> ^y>> 

^ #-lM>, 1*1^**, *Sffi> a'V^ y 3i(BI^ Mil fclif »S, 

mmstLxit^ Mx.ii Mt*;w>^A, uvm-TK^bv^A. ^t-^ 

[0 0 3 7] 

lyx'J tTJim^^*1-^>^9^^ LTil Mx.il ^Vn-*, #if* 
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7^5:^1^19^ C^9- (Miller) , V ^-^^ - ^zT - ^ 7.^) 
- 4 > • ^U^cJ-y— • yx^T'f y ? X (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2] ^jJIU^ *) -/u^-*-££»J: <fl6^^>/iie> 



mutf^s rmm<Di%^ ^mim^ 15-43 nx~® 3-24 

^«(±il^3 0-4 0T;-e^6~2 4B#P^T& 

— fry— (Burkholder) ft/Mt* (Bostian, K. L. h, /ny-y>^X • X 

f/3t^ • TiiT*^ - • • -9-^ j.> W X • ^-y • *f - jx— 
x- (Proc. Natl. Acad. Sci. USA) , 7 7#, 4 5 0 5 ( 1 9 8 0 )] ^ 0 . 5 
%*f5 7tmt-&SD^ [Bitter, G. A. •/ny-^>^X-tr 

- (Proc. Natl. Acad. Sci. USA) , 8 1^, 5330 (1984)3 tfmfb 

tiz 0 ^<o P Hti^5~8^p^-r^o^f tv> 0 ^m\m^m2 or- 3 

510^2 4-7 2BfP^T&v^ #^CJ&CTa^m#£l]nx.&o 
[0 0 3 81 

ace's Insect Medium (Grace, T.C.C., *>f?-*- (Nature) , 195, 788(1962) 
^iOpH(i|)6. 2-6. 4 Ull^-r^O^t tv> 0 ^*(i®#lt2 7W 

-2 0%OjfeiS4 1 JflLVt*'^tfMEM^ C"*M^>* (Science) , 12 2t, 
5 0 1 (1 9 5 2)] , DMEM^ C^^nn^- (Virology) , 8%, 396 
(1 9 5 9)] , RPMI 1 6 4 Oitlte iV^—Tfr • *7 • *f • T*V%> • 
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• 7Vvx-v3> (The Journal of the American Medical Assoc i 
ation) ' 199t, 5 1 9 (1 9 6 7)], 199^i (^y-y>^-tr- 
if . y-»M J-x-f • 7*— • if • /UtnyAiV • ><-rV ^> (Proceeding of 
the Society for the Biological Medicine) , 7 3t, 1 (1 9 5 0)) it 5 ^ 

-c&i 5-6 OHSWrfcv^ ^ic^CTS^ii^^Jnx.^o 

RL 1 &£j&-^L#&£ ttfX^&o 
[0 0 3 9] 

Jifa^W^^lfc^OF P R L 1 £53-$t#fS£-f & Kl±. ^Jx.(f> TIBO^fe 

! o 0 TM& ^o#15iSffi&Jrt , 3'£ tl/0*T & X Jt^i&cp CFPRLl^ 
£<0£^KLTWk:Kfc*t#±ffiK ^^VMiffim^^f ^FPRL 1<0 

[0 0 4 0] 
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^< Lxnbtiz f p r l i *mmfcr^t>iitzWr&Ki^ 

^< Lt&M^*H^FPRLlWfSttlt SHftLfcVtfVK (FPRL 

i »; # > k) <r>m&mxk& z ti^j^ifflv^x^f^f A^A/r^^* 
i «9 M^i - * i t ^-e £ & o 

[0 0 4 1] 

$H^FP R L 1 Ktt-tZ&m*^ *»1©FP R L 1 *©»L#&trL#*e 
^f^FPRL 1 &C^1-&#l#J±, ^HIOFPRL 1 tfiBKfc LTfflv^ 
[0 0 4 2] 

J Z u - ;v#L#Otf« 
4UUv> 0 ^-5-t±3l#- 2 ~ 6 jI^K 1 Hlfo, ff2~l OHI^Mf^t)^^ 
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•fift [*>f*-*- (Nature), 2 5 6%, 4 9 51 (1 9 7 5^) ] ^v^M 
nit^-ClSo Ul^Eai^it LTii, fllx.{i\ ^xfV>^Jn-;v (P 
EG) ^-tV*"*** ^fcifrt^f £*U>tf^ L< t±PEG3&*ffiv*£>*i& 

o 

#ftfll«t LTfi, MAtf, NS-1, P3UK SP2/0^tW?) 

tv^Jt^^ 1 : 1-20 : 1*IJ£-C*»K PEG (ff 

1 1 < t±, pegiooo~peg6ooo) ^io~8o %ejKojfe9fc*in 

&2 0-4 OTC, #3 L<i*&l3 0-3 7r-e$jl~l 0 #M >f > * 
[0 0 4 3] 

? 7. <7>i#£\ ? *&S^n vtrt^ffl tL&) ttz it 7'n r 

*y?u-j- frfofcoMffl it, i * * vm±-?- tt \zm £ %> Ktfco Tfr 
^H^ J ti*^ jl#(iH AT (fc T^^fV^ 
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0flx.tf. 1-20%, fi 1 IL<lilO~20 %<7)4 1 l&mJfiL^^tpR PM 
116 4 Oigttu 1 ~ 1 0%O^J63BJllLl»«:*OG I (*Q«BHIfSI ( 

1*) ) S fctt^:/'; K— 7J§*ffi«ftJflL»«« (SFM-1 0 1> BACKUS («c 
) ) ft£fcJBv»*£fcj&*-C&*o ^i^Jgtt, If 2 0~4 0t:> *ff L<»ift 
3 7tt*4o ^*B#P^{i. il#5B~3MF^> 0 £ L < *± 1 2 aWC* 

*o M.1& 5 XT-eft* ozttf-e^Zo '^fv v-***&m± 

[0 0 4 4] 

(b) ^y^n-t^foffim 

& m^»tfr?&> ^v^SHfc DEAE) HJ:*iRlK«ffi, ttSft'MSk ^ 

[0 0 4 5] 

C# V ? n - i- )vmfc<vftm 

%W}^Kft^ft*^\ mft&WjWfrb^mvFF R L 1 Zfofott 1 ®} 
1 KttU »0. 1 ~2 0> L< lift 1 -5 0*^*^$*** 
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mt<ofrmmmtnu<o'%MyK'7 y ) ^(o^-mmum^^x^ z.t&x% 

Z> o 

[0 0 4 6] 

$HiOF p r l i 'J if~y K{±> l£?iJ#-^ : i -e^£ r ^ y mifi^J £ 1*1— 

, >?V^ -7h'J, ^-9-^ ty^, if/Hf) C7)|fflflg (^x.tf, 

wifflia, #«bi&> #Biysm> -ti&itt> 

m> ±.&mm, fti&mm., mmwmn&, mm 

mmmm, %Mmm> *>L<immm 

^«^*i-^>*f>^^a^> «iif> is mim, 
*mmm*+ mm, w%t$>, -xm&M, mm. *m) . nm» ti^ 
s> ml ti^ urau &5gifiu ?m m<^9> #*u wik mfa. m 
, mitm m. *») > mm. mm, i»> fldt 

mu J5um> ^> #> «f> #»jB»Kft*-r*#';^^ 
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[0 0 4 7] 

r^KWKH— J fcliFPRLl'jr/ KOMtt. $)£l£\ F P R L 1 ^c7)$S 
[0 0 4 8] 

mnFPRL i v5y>KfcH5fwtcra-ofim (ft®) r»k # 

0 %m±x 8ft L < {±^J 8 5 %m±^ $ <b K*f S L < ii&J 9 0 %J£LU ft fcftPt 
t < lift 9 5 %J5l±Offiratt*^"t-6 T * BftiBW^»fe>*t&o 

^75 yaEJUmt* FPRLl'jr/KCFPRLl ^OfS^tStt. *W& 
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MtSFPRL 1 V3tr>KkL-C J: 0JiLtf. a) : 1 

•?^$*L£T5/m@fi?iJ*tf>l 4fc»4 2flJSL± (^J£{?1~31SSJ^> fftl< 
til f £ti24@) OT^ym^^U^T^y^BB^ b) gS^J#-i-: lt^S 
;ft&7 5/&iE?!iKl £fcli2«Lh (^fl£tfl~3fflgJK. fft.Kttlt^ 
(42^) WT^yBlTWlinLfcT^yBBE^ c) @e?»J#-^: 1T^$*l*7 5 
;m&m*P<Vl *tz&2mX±. (0Hx.«Tl~-3ffiej^ #£L<til £fc&2<ffl 

) <DT^;mm<nT*;mxw&zfrtzT* swssft> ztzitd) ztib<ox 

[0 0 4 9] 

k * t% tta o 

FPRL 1 KKfi> *©^OON3^J|l fctiC^'&^aie 

h--/ (SLflcBWttffi) kft0 9*«*O^*^^KBByiJ (0Ox.tf, FLAG 
„ His^^ HA*?\ HSV^^iT) *tltv^ <£>&^-£ tt* 0 
F P R L 1 V 3tf> Kf±. ^ff- KIWBOW^aoT^Si^N** (75/* 

3ft) . *s»#C5^ft (#;v***y;v*3§) -efc&o KSW-^: i«^75 

/IIEyiJ^&**^^K&tt£i&i: , t &FPRL 1 U # > Kti, C*«*#;V 
***v;l^ (-COOH) , *M*yl/-h (-COO - ) > 75 K (-CO 
NH 2 ) t^ti^-r^ (-COOR) tl>oTUv\ 
id-ei^T-;Hci3^^>Ri: LT«. n-^nefl/ 

^;i/-C !- 2 7Wii L<li«-t7Wf^O«-t7f^-C 1 
_ 2 7^;l/ifOC7-i 4 79^^i©li^ ^Pffi^^x;vi: LTiFUB 
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F P R L 1 V ify >*^C*SMi:*^**^y^S (£fctt#/M** vV- h 
[0 0 5 0] 

m<^fflil-h<7>e3&* (i£(J-0H, -SH, 7^i, ^f^r/-^ <<> 

;v 5 Mb $ ttT v* & e?!I#-j§- : i $ *t* r s / <b & & f p r 
&m (flk ^f«so (flu r^a ^fcoaL^fflv^n. 

[0 0 5 1] 
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FPRL 1 V1f>Viti&*<D7* K^^li:tt> aHT*JRO#V K 
^J&ffi#jre*ffi^& *o fO^Wt UT»±. tfiUtf. ^nn^ 

fli. 4 - ^ > *J)V** > 7^3- ;H»J3g^ 4 - ^ > X t: k y ;v r 

5>#|g^ PAM#J3I\ 4-liKD^>^WWx-mf7U^f 
;V#J3i> #';7^V/l'7Um 4- (2' , 4' -^>^v7x^-t 
Kn*v^;V) 7x;*i/m 4- (2' , 4' -^hWx^-F 
mocTUxfjV) 7x; iOi^^fi 

4 5. YmtLXlt, DCC, N, N* -^MV7*Dt"^*^^yMn\ N-Jt 

zfrbKz&mmkKitv^simMmmm hob t> hoobo 

HOB t x^rH^v^iHOOB t J-XT^t LX$>bfr££>®M7 ^ SWtf) 
[0 0 5 2] 

. N, N-^WW7U*, N, N-^W*h75K, N-^^-;v 
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TO- 2 o~5 ot;©ii^f.lil^$ti^o f&mb$tt^r^/m^#fi 

=£• r -fe f - Mbi" -2) £ t i o r > toUS fcf&# m*^i^:f^it^t 
HU&OTS 7*<7>i£«*t LTii, Wittf, Z. Boc> t-^>W^rv 
As Cl-Z, Br-Z, T^Vf^t + v*^^^ h'J7A'tn7 

[0 0 5 3] 

*;v^^v;^ti, fllxJ*, r;K^x^fMfc OWx-fc^ ;*f-;K x.?-;k 

-> ^ n * ^ 2-7^ v^/i^oHSM^ t < teWfcTfr 

ie;i/j.7vx;Hb) > 75K^fMb (#!x.«\ ^vv^w^-r^K 4-~ 
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(Ci_6) r;v^y-f;vs. ^v^^if^rn^vi, ^>^t*y* 

tit, x-fMbi:lt^it Lttt, tffliLH ^>v;v^ fh7l:Kne7 

fny>07xy-^tt7Xii^)§Iii: L"C{i, #!)x.ti\ Bz U CI 2" 
Bzl, 2--M3^y>, Br-Z, t -^;V^fflv^tL^> 0 

— 2, 3, 6 — h U DNP, ^>yJH=!fy^f^ 

, Bum> Boc> Trt> Fmocl»^W 0 

, 4, 5->'J^nn7xy-;K 2, 4-^fn7x/-;K vT^^fiV 
T;1/:3 _; K ; ^-i<n7x;>-;K HONB. N-bKn^y^^v^ K N 
-fc Kn^y7^;V^ 5 h\ HOB t ) t^tA') ^> s fflv>ib*L& 0 Hfl-O 

[0 0 5 4] 

J:**x^*fflv>e>tL*o ifa^SKi&Jftj^R&ti, — 0-4 0 

„ *-:|-T — V — /K *9 9W—J\/^ t^y? vy-K y>W;V7^f h\ 1, 
4_-7*^ 1,2-^* >^ft-^Oi? &#^*>M&#J<^fltrt>* 

^"^^^o t^f'7^^f 5 y*/-)V%m&t LTfflv^tLi 2, 4- 

v - h n 7x-^ilif* 7x; <£ «9 *U hV7 , >7r % /^ 
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[0 0 5 5] 

FPR L 1 VtfVKOTS K#£t#&SU^:#&£LTt±. «x.lf. £1"\ 

FPRLl'JT/ K^xXf^^i^ *;v^->^S»T ^ ^ 

mo « -*my;vS^l07;V3-;Viti^L7^tx^f^t Lfc 
FPRLl'J K07 5 Vfotmmz LT, MSO#'J ^7°f- K^f 

FPRLl'J^ Kfi, ^m<0^y^- K^J&Qj^tEo X i> m&irZ ZttfX 

iottK 1-£fc>*>. FPRLl'J**y K£4H$L#&£fc53^7 p ?- K"b t < 

o 

(T)M. Bodanszky ^ilF M.A. Ondettu ^T 9 ?- K • ~>>"fev.* (Peptide Synthe 
sis), Interscience Publishers, New York (1966^K 
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(2)Schroeder:j3 J; tfXuebke, *f • K(The Peptide), Academic Press, New 

York (196530. 

dMUM*^ ^^f-K^Oililt, A* (80 (197530 , 

©^g^ 35 2LimBUst s P. Mt^mmmm u *>wg.ovcmy. 205. ( 

197730 , 

1; ^ 7^ K^g«l#:-C 2b & #£-14* & v> f4 * tt £t£ D & ^"fe 

FPRLl'J 1fy YKnir&ffim*, $HMOFP R L 1 * £vffc £: P9« 

K LTKiSi- * i S & o 
[0 0 5 6] 

FPRLIV^ KI4tfefe^ffi*^«r*L-Cv^O-C. FPRLl'jr/K 
„ FPRL1> FPRL1*3-WDNA (JslT\ $^^DNAtB&fBt 
> FPRL 1 'J#> fcttF PRL1 ^M"T^*rL# (&T> # 

(1) *Hlj|©FPRL lO^MS^JCWa-rsjJI/R^RjFiJi^/tfeJi^* 
#J 

FPRLl'jr/ Kli^^ffl * ^fc^TT * 0"C, FPRLl'J^KfeL 
< l±F P R L 1 f /:fi^Mn - Kt^/f'J ^ ^ Vtf K (0IU DNAf) 
HM^of: 19 , ^LTv»*»'fr**v»ttft5Ut* , *«^i*^* 143*3! L 

(Addison' s disease) > g5Mttiittfi> ^*tti';^v>-f^ *£ 
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/N--^r>y>^ mmm'mmmm (als) > -^xim) , 
mm#k, mmm, m%m iftttHt&v**^ S9Btt»w&£> v 

(0U 9U->ffi (Crohn' s disease) , > ^iW^B (0IU 

[0 0 5 7] 

Lfc^t, 4#fiJ:*v»TFP RLl'J Kf fetiF P R L 1 Wtf&LX 
^Ztztbfc, F P R L 1 U K^4iftffi«-el (FPRLl'jr/ 
KifcliFPRLl <0^2M) ms&#V»&*frfc, a) FPRLl'J 2f > Kf 
liFPRL 1 *MM&fc»:#-U FPRLl'jr/ KifcliFPRL ! <7>i£*i 
ftL-fc*Kb) U) FPRL1^3-KnDNAmtf^4tim$^ 
aClhKioT, (n) ^t^^»:FPRL 1 £3- Kt4DN 

Ofl^fciSltaFPRL 1 y KifcliFPRL 1 OifcttflnS"^ FPRL 

Lfc^oT. a) FPRLl'jr/Kb) FPRL 1 J^lic)FPRL 1*3 
- Kt*DNA^ FPRLl'jr/ KifcliFPRLl ©«H^fcH*r& 

FPRL 1 FPRLli^WH^DNAf^ 
5^1L 7vV>i (Addison' s disease) > S eft-^tt^IfirftSfJfiU ^tt^-U 
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(«x.'tf % 7;v7^^-i, ^-*vv>*, 85£l614tt§f^ffc£ (als) 
, ai-fXJKjE) , fillt& (flk «ttW»y*^*\ vswmm 

) ^ jfcgffil&jfefc (M, ^n->#| (Crohn* s disease) , mM&XM$k) ^ ifc 

FPRLl'J 2T > Kt/iliFPRLl fc-LSB^Rr • tt&#J fc 
[0 0 5 8] 

N A £v>J±V hn<>/f 7f;-)^^^^- TtV 

tflUif. a) FPRLl'jr/K> b) F P R L 1 £ fclic)*H«ODN Ate, 

tf, a) FPRL1V^>K, b) F P R L 1 £ fctec^S&EOD N A *&M¥&) 
\ZM*> h *L&<2r£fl<7)JB#:, #efc#k JRJfcSk ^fc^K BMSSk £5t#J> ife^J 
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[0 0 5 9] 

n-^oJ^&IStf^k a-xx*— ?\ 4?7?-X TJV^ymteFvX-iftB 
H;^Aftif) fc^ffiv^tu »^fc»#*Stfr8k 08x.tf> r;i/3-;v (#!!> 

% * >14#®fe14^J OffiU ^'JV^-hSOTM, HCO-50 
) ftiftffflUUK MMi: Lt(J> Wz-tt, jza.M% £*&m^ 

[0 0 6 0] 

±m^®-tem)i*, Witt t^m 

>&i?) , £5e#J (m?Ll2, MflLttT;V^^ X ^ijxfW^'Jn-^if 
) > ###J (0Ix.«N ^>y;i/7;i/a-;K 7x/-^t') . $HfcE£ih£«J & if 

Ifr*^ (fflxJ^ r; ^-9-^ fcyV, 4 

if) ^ttt4t Sitm*, 
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&%t*K£ i)mmt$>&&. ios4®»^ «fc^m# (6 o 

kgt It) IdiSV^Tii, — 1 mg~ 1 0 Omg> b< fi&J 

1. 0~50mg. *D$fSL<teftl. 0~20mgt^o^DK^4 

^ i m&^-mz&^nM, www, &#;>r&&^j:o 

) K:fcv*Tii> — HlCoiftjO. 0 1 ~3 0mgSJt> 0£ b< ttfaO. 1~2 
OmgSSt, J: <«:&<>. 1-1 OmggJK«r»JRa*fl-J: Oft^-t* 

&o ^OlMfcOW^fc. 6 0k gi/:») HtftJtb 

*f6S©DNAOS^ili, S#Wfc* WWW, ffitt, 
2£#M4**;&*, J£ni»§-«>*ft\ HKtWfcfll;lt*\ ifeS,«l# (6 OkghU) 
H^v>-Cti, — H£o#jKj0. lmg~l OOmg. ftt L < . 0-5 0 

mg, J: b<tiftl. 0-2 Omg"e*^o ^PK^4tSf^li, 
*<D 1 E»#*tt«#«jfc. WWW, &^&&t*KJ;o-C*>#l&&^ 
, f!lx.f?> &M#J^^*«#MxJ^ ife^ll^ (60kgt LT) £*5V>Ttt 
. -BtwO§#5j0. 01~30mggE ffll<l±l)0. l~2 0raggS> 
J: L < 0 . 1 ~ 1 0 m gS& J: D <^ Wfl^t? 

^ott^Jfrfrfc. 6 0 k g^fc»> i:ML«^t^ui:^tll. 

o 

[0 0 6 1] 

(2) m&frwsm 

£»K ^Yttzltm%W}^} (08*.li\ 

i>v> ■fr/nfrjf) fc*3tf&*3&9Jtf>FPRL 1 £ fcti-toSBfl^-/ 

^K*a- KtSDNAt fc(imRNA©If (fltfS 1 ?-**) i i:** 
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— ^f>^-fV yjlf-i's >^PCR-S S CPS ($V5 
-y** (Genomics) , I5t, 8 7 4 -8 7 91 (1 9 8 9^) , ?U 

• • if • ^->3^-;v • tjjtz - • • t^fxvy^x • • j.- 

:r_ (Proceedings of the National Academy of Sciences of the United 

States of America) , I8 6t, 2 7 6 6-2 7 7 01 (1 9 8 9^) ) if 

i£lt y-fwwrv -tf — ya>t:i i) FPRL lOMfiT^tffi 
$ frfc*^* PCR-SSCPSi:i>)DNA ©Sfe&aEKtftfcffi § tLfc^tt. 
#Ix.f£> te. TU)V*?-mB~ &mmRm&. r s JV>m (Addison' s 

disease) . g 5*fttt»JflLttStJllL, ^^n^f-f^ 

(Crohn' s disease) > mm&*M&) , &mmmm mnm^ m 

[0 0 6 2] 

(3) $H^FPRL l<0§Sm**m.ikZit2>{k&®*tt-t2>WB 
~2f$&R ODNAIi, ^n-^Ufflv»4ii:i:it), ^OFPRLIO 

1-&fc>*>. #3§BJii. ffl&tf. (i) *tM«?L»%Oa) JfiL&> b) #^OJH 
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f*> c) »#^?,#«IL^aj»'bL<»±jffllia, tfctt (ii) JBJMEJJWtffrfc** 
^H^FPRL lOmRNAi^iPlJ^i-^it^i^, $»FPRL 

[0 0 6 3] 

##&9!<0 FPRLlOmRN A*Ofll5fel±^l*8Jfc tt&TO 4 t "Cff & ? 

O 

(i) jE#*a^ttfeft*f^i£mwLi6«» 7^, s 
•9-^ 7*, *v> 4 o^fcWfciir^yw 

31* if) *&v»»ii»3W* b V* (0!!x.l4\ StM^M^ m^,va^> WBf 

lJ«^»bmRNA4rttWU 0!l;lt4\ TaqManPCR^Wtt 

(ii) $H^(7)FP R L 1 «rim-r*^JWE!ftfr*JilB^^*^V^»L. 

tl&$if&W<D FPRLlOmRNA* mUfc Mffi 

[0 0 6 4] 

$»fprl i ©Mit^k^^&^o^^ u 

(i) jEttfcavMi^JSt^r'^fc biffi?LlM&fc*tL"T\ ^J^^vMi^SW 
* b V^*if*#£*-3£l^M«r (3 0#a&~2 4B#WflU $f;£L<f43 O^ItT 
~12NFP H im. L < 14 1 B^ttf- 6 B#P3itfr) * L < tt-SSWMBffe (3 0 

3 Hm> »* L < 14 1 ttWfc- 2 Bm. 4 9 »* L < i± 1 B#«lfe~ 2 4 B# 

ram) . t tzimm&z^tewmtoxYi'Xtmmz®.mk& ! ®*&. J 3-^ k# 

ffe-5fel$W««fc (3 0^~ 3 Hfl #t t < (4 1 B#^m~ 2 B?&> 4 «J Jf * 
L < (4 1 l$W&~ 2 4 B#BH&) > «i:tf^$H^FPRLl<OmRNA 
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2Bf~3Bf) > ifS^^i^*f^FPRL lOmRNAi^r 
[0 0 6 5] 

OFPRL l<D5&&A*mt-£ J tt2>ftM*%1'2><k& i y!l'e$>i), ^fcWfcti:. ( 
>f) $H^OF P R L 1 oMt^flJD^^^ i 1 1: J: ^ FPRLl^n 

+ at*. MficAMP^ *fflJ&rtc AMP£jaa*P*lk ttficGMP4^ 

y ~> b mmmm&mh. -ym.it, c-fo 

(n) ^fiOFPRL 10|£5ifi£^$-£&£*:K£ *)> gin 
WU^tt * *H * t * & o 

±1B* ? 'J - ~ > mmx~n h KMt^ it, 

.( i ) f p r l i <D%>m.mzmu u fprli <Dm&t&\z. 

5^ ifcfiE&BE^lU TW>m (Addison' s disease) , S B$&&tt$g]fiLl4£lfo. 
^t^tt^m (#!!xJ;?> ta^'W^-^ /<-*>v>*, «53HStt1ll5^^Mk 

0 (als) > ^xmm) > stjgyfe. mmm. mm^ m, vmmvwr 

3 7^«») > jfct£ttMUSl (m> ?u->ffi (Crohn' s disease) ^ ffiBtt 
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, ^tt^m (flU tiffin 3*0, It;V3^F-v^ 

( 2 ) $H^(DF P R L 1 <^HSt5:^?^ *»!fi©FP R L 1 <£>f§5L^# 
[0 0 6 6] 

¥-a3S*U 3fc£tt&3&8U T^Wi (Addison' s disease) . iEAft 

JSMfcife^F) > WJgSEttijUBl (Mitt TJVy^^^-m, ^-*>v>^ IB^ 
«te«**flaE (ALS) , x^XK) , fil]Bl& MIp:& (#i> ifttt 

(flu Mfc]fiu£> Witt">3-;^ rt$ffr>3^, ^Afifettafcrtu^ 

h^>^'>3«^il8l) , jfeffittMUIl (flL ?u->m (Crohn' s disea 

se) > , {tosmmmiB. nmm, mm, my-*** k—> 

-LIB** V - x>^"e#^>tLS^OF P R L lOHIf*^ 
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[0 0 6 7] 

^ x * y - - v £ ffl v > r# <b tt £ £ tz i± * <z>is. £ 

w. t vmm&mm, t tz \mmm\ % t*<D&m\<vmx&m 
mnmm^^^^mmmx-mmir^ z t ciotiit^. - t&x% 

mmyofti* t**mmt tzitmmmtz & t^m^^mMmMK^ xfotfj-tz - 

, :* >"|4#®?£14£iJ (#!k #'jVM-h8 0TM, HCO-50 
[0 0 6 8] 
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Sfc, iffi^Hi • i&fcSJttx ^Jx.f?> ««»J (Milt y>BHMR*»u f^m 
) . ###J (011 x. ft ^Vy>T^n-;K 7x;-;v4^) . ^kBfrjhSU * 4f 
Kit? (#9xJt 7?K ^-9-^r> "f * 

gpt4<^f^ umBM (6 0kgt 

LT) Ic^v^Tti. — BKoijf&O. 1 - 1 0 Omg, tfrt L< 5±&J 1 . 0-5 
Omg. ±00* L<I±*&1. 0-2 Omg-CJbSo *gPfti:S#t4»^tt 

0Bx.it &t^o^i±ii*«x.*t jfcfeft* (6 o k g t lt) fc*$v*r 

li, — BKoSftO. 0 1-3 0mgiE SiKi^O. l~2 0mgtS 
. XVftt L<itmo. 1-1 0mgtH^»*tti«4ta^lfM 
-eab^o 6 0 k gi/:^:M Lf:f *S4t^>-i:^tl 

& o 

[0 0 6 9] 

(4) ^w<Dm**m^z>^-%& 

f p r l i y if> VKtt-tz&mt, *»^FP R L i y # > K*4W»fc 

- a*-e § & <t)t% <*> FPRLi'jr/ K*>iftfli***n ^ffl 

$Hi©FP R L 1 fc#i-&fltfttt #3&930F P R L 1 

i i: #*-e # & cot?, tfeiftat't'o f p r l i <D$im*?tpm Ktizft-tz c t § & 

o 

*»iOF P R L 1 fc*H-&Jfitffc*:JBv** F P R L 1 «>5feK*KOV*T 

SiB-r***. f p r l i y i$y Ki^ti^ffl^aF p r l i y # > Kojfe 
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(i) «*«ft*J:tf||IWk$*t/iFPRL 1 b*m4rtoKBU& 

|(Ettflcfci»'&Ufe««Mfc**t/iFPRL 1 <9#J^£«iJ5£1-& £ k 

imtetz -r t ^tttt-stM^FP r l i <Dfem&zm&-r2>o 

[0 0 7 0] 

±ffi (ii) <D£&&K&\*XK, -t©WFPRL 1 ON»ffi*B»t* 
EMfcT?. ^Otru^F PRL1 OC^flBfc^?- itA^t Lv* 

O 

FPRL 1 Wt^^ ; ^ n-t«*iv^F P R L 1 OSeS*?? 

ab\ *Sv»liFabi^fflv>tUv» 0 

$»»1^SFPRL l^I^tt, ^Klffll&Sti&^S t>0*etifc 
<U *W&ifc*OSffcBCdi (#Ux.{i\ FPRL 11) fcttBVtztim, tfMi>L< 

[0 0 7 1] 

c 125 n> c 131 n^ c 3 hk c 14 c]^^fflv^^ 0 
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is**?, >\ yjv^-lyy^y^ vftv7l«->4 ififim^hfoko SkfflSoRb 

*§1£#$im> #'J^fW, #'J7 * y ^ T ^ h\ v y 3 * & 

(2&RJ&) ^O*., ^«KkS#JtoS«5fiiJ<0©ttS:i!l!3fe-ra - £ KX 0 
ttt^^H^^FP RL1 ufc^tHo 1 <fc£J££ 2#U£H& 

tcfflv»c>tL&©;flt»±^TL4> ltit$)^tt^<> $J^E£ft-t£-£&^ 
[0 0 7 2] 

*#&9!<W V K-T 7 <f-&\z. X & F P R L 1 <£>«£&K:&v>T«, 1 &RJ&£ 2 
^cS/S^fflv^tt^^^O^^ ^n— ^-^tftfrtt^ FPRL l<7)&<£-t2>WtiL 
$mm%Z>fotetffttL<m^t>1ri2> 0 1"&fc>*>> l^feRjt&^J:0 t 2^fcRli&»wffl 
v^fr&ifrffct*, fllx-tf, 2^feKJES-Cfflv*e>*L*fi6fl:^ FPRL1©C» 

o 
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*KJt&©«iwft«(F) wttm&Lfcwmm (b> k«r^«u ( 

B/F5*fll) ^ B, Fv»-r^OtR»4«r«fl^U t^^^t^^tt* 

3gp«95tfej (02JK) (esmw^ HgfQ 5 7^f) , wm^^m mm-%M 

m&m (&3JK) (m&*m. BB*D6 2^3Ht) . rMethods in ENZYM0L0GYJ 
Vol. 70 (Immunochemical Techniques (Part A)). |WJ# Vol. 73(Immunochemica 
1 Techniques (Part B)K WIW Vol. 74 (Immunochemical Techniques (Part 0) 
> Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 

•)K Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodi 
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es and General Immunoassay Methods) )> feU? Vol. 121 (Immunochemical Tech 
niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) CUUin 

JJJUtoidl-tT. ^i«»5iti:J:ot, $»FPRL1 
£^£11 < te*1" & £ t ^-e § & o 
[0 0 7 3] 

F P R L 1 0«Jt^*«»tt$^^ mtLK. #Ux.«l^ TVK-S^ 
m> #kM, &M&SR$z!&> TVV^m (Addison' s disease) „ ttfeMWfetiSL 

KmjflLRi^B«*^^JSiiiLir»^ bbwm** ^«ia^> &$m.mtm 
*«flac (als) , j^xf&s) „ «i£> mmm, mm^ (m, «ttw«p; 

W> mum. ttittva^, [^#|tty3 7^ ^7Aitttlfe h^v 
?^'>3^il8ff) . ifeHM^B («, ?u-ym (Crohn' s disease) , 

ztz, fprl KDmm<omMmm^fitzm^-Kit, mz.&, fprlio 

[0 0 7 4] 

( 5 ) *$&W<DF PRL1 tFPRL l'J^VKt Oife-frte * ttV^/HSS* 
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„ £ J: xm$m<0 FPRLUFPRLl'jr/Kt <7)&<& l &t tz\&*s >f 1r 

$»FPRL 1 £fflv^#\ tfdMx.SFPRL 1 ^Slifc b 
. i^tiv^cV-b^ -g^7 7 -t^^^fflv^ i 1 1: i oT, FPRL 
1 'j ify Kt^H^FP R L 1 t^^J tzkt^r^MKM^ik^&ik 

%m (Wti$, ^^k, ^-/f -g^b-^ im^n 

U) FPRL 1 ^^LTlfflMO^cMtt Wx.ll 7 
7*fef-^n , ;vm* v jWlfl&rtCa 2+jSfl|, tt^cAMP4 
J«U WcAMPitm «flcGMP4i, ^yyf-;ur^l^ 
«Bfl&JR*ft^«». «BIISrtfiSR«>y>aMk, c - f o s OMtefk pH<7)1g;T& 

OFPRLl^tST^f) ^ (n) FPRLl^nWJtffitttr 
RMM-aft-frtt (v^^^>> ^WFPRLl^tSTV^^AK) , ( 
/<) FPRL 1 Kfc*jlWO FPRL 1 fc©J»#* £*#3&1-Mb^$k * 

&v*t± (-) F P R L 1 V 5ST V K F P R L 1 t S:»^$** 
Ib^&^^ttt&o 

-f&fr^ #3&Wf±. (i) *H^FPRL 1 b FPRL 1 'jr/Kfctft 
(ii) FPRLUFPRLl'jr/K^i tfSOMfc'ft' 

%fc*^ftk$*^»^fcOJttJt*fi 1 *dit*iRF«fei: , t*FPRL 1 yarvKfc 
*»FPRL 1 tWfe^ttJ fctt^^/t^sjttrSEfl:***^^**^*** 

$^©^^J-->^ftt^Klt (i) i: (ii) O^Kfctf*. $1 
F P R L 1 K*t-f & F P R L 1 'J if> KOtt-g*, #fflMJMm& ^*iW 

FPRL1'J**> Ft LTf±, miBL^FPRL 1 V FKftx-T, FPR 
L 1 i;3tT>Ffc^:|&WOFPRL 1 fcO^^fc^fbS^&'fb^li: tz\t^(OM. 
»^Ci^t^o FPRL 1 Vr/Kfc*|&iOFPRL 1 fc<D£§^£ 
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PRL 1 VtfV Kfc^tSo 
[0 0 7 5] 

a) »*UFP RLl'J if> $»FP R L 1 fc&ftkS 

s MmtfcF P RLl'J Kfeiim8t^***WOFP R L 1 

•grfc^fc^t ItUFP RLl'J 1fy KO«F P R L 1 

fcilljfeU Jtic-r^-i:^#^ti-^FPRL 1 V 2f > Kt$H^FPRLl 

o ^§^14 f tz it v ^- ;Hsi & 1 3 * * * fc-£*r f fci± ^ V > 

b) SiLfeFPRLl'jr/K*, $WFPRLl^tt«l/: 

\*tim&<owmfrKmmz'ttm&£> ihufp rli>j -ny v&ximm 

Mlf^^OFPRL 1 ^itt^>i)S4 /:lii«^)ll^t:il!l!$ tf: 
*§£-lc:*3tf&, ^1U:FP RLl'J ify Y<n&mfo±iz\±&WMfrKtt1rZ1& 
<£**r«Jj£U J#R1-& - fc FPRLl'J 1?> Kfc*^OFP R 

L 1 tO^^ttzitly^i-^m^^^^t^tfzit^cD^^^V- 

c) HtUFPRLl'jr/Kt, $Hi<7)DNA^^t^fIK» 

i t oT«l^±i:f SLf:F P R L 1 iC^fcfe $ , *tt 
UFP R L 1 V i^KIMb^^^BJ^DNA^^I-^^^m 

ifciao -raaiiajiLhtcim l^*hwo f p r l i 

m&K&lf2>, ^fiLfcFPRL 1 VtfVKOffcFPRL 1 

5eL> Jtg^&£t£#$c£:1-£FPRL 1 'J K^HiOFPRLl 

[0 0 7 6] 

d) $h^©f p r l i zmmt't&fc&b #*eof p rlic 

^fSFPRL 1 y K&*f) ^WFPRL 1 *-M"f**B]ft^»jtt$ 
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^fcjfrfrfc. $»FPRL1 *«i^fci-*ft««*J:OTWWk%«**f»W 
©FPRLl *^3ti"*jWlftHSail$*^*fr^*>t*^ F P R L 1 «r^bfe«B 

y v h fflU&J&m&£S!K fflMft&&MW >l*fk c-fos 

e) *»wofp r l i fcrnflrraft-frto *«h<^fp rlh: 

^FPRLl UJtTVK*^) **«W©DNA*^*r*^*<es3ftfr«r*Sf« 
f^iti:j:o TlBJSBUi^fm F P R L 1 $ k > 

$^OFPRL 1 *iSttjfctSft^i^k^«**^®DNA^ 
*i"*»»K!ft**J«f«i-* - k i:ioti)IU:i:Ml^ll^OFP R L 

*K>Bfll*, T-tf^a'r/ii, |«Ca2+l^ IMcAMP^ 
„ *rtcGMP4^ WcAMP4»a 0'>h-H'/f«4, #H 
Mltm WlfiS^T/^L c-fos«, pHOi&T&k* 
*«m-f*i&tt*fctt«lW-*- ai&l&fck') **5SU -k&i$8fck"*-& 
FPRL1V ify Kt**^OF P R L 1 k O^^ttf fctti/^/WjK&fc^ffc 

£ * & ft-a-*^ s « otto $r*r& * & o 

[0 0 7 7] 

S1% 'J - - V^ftlcfflv^^OF P R L 1 k LT{±> _t 

IBLfc^H^OFPRL 1 Sr-^-tA tO-e*tLliW*LOfc«>-C*oTt J:v**» 

> $h^fprl i z^t&m%mw<Dm&<vfflMmmfr*mm'?$>z>o u 

v^tL^^OkLTii. ^x.#*i^-C^lM$^t hfi^FPRL 1 
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fci*tnw*Ejstt&t©Tf»±*v» 0 «jcif, a^y-WM-^-frjSDNAiffl^rt 

£v> 0 **WOFPRL 1 Ki-ftDNAWr>T-*«^illW*IIlft^*^U 
tLf>£3»£ <3fcS***fc*fc**> SEDNABfM-SrffiASr^fc-tS^-a-n 
•> >f teMir 4 fr* (nuclear polyhedrosis virus ; N P V) 

ffHt^i^o tfflxi^ 3tSfc CNambi, P. if • S^— ?*;V • *7 • 
tni;*;l^^^hV- (J. Biol. Chem.) , 267^, 19555- 19559JC, 1992^} 

& ±v*u tFPRLi z&m-rzMMzm^xb a <. i^kfprl i &-gr 

[0 0 7 8] 

^HHJcox^ V--V^j£lcfev*T^ $WFPRL 1 *^1-S#Bfl&* 
$»FPRL 1 fc-W-r&HM&fc t^**- iFPRLl &|§SL;fcl&±*B 

J^ s #<^£fr&lltf}-<7)£h&v^ 0 jHBfl&^^fefc bT»i> Potter-Elvehj 
(Kinematicattm) J: *«a** 7 i?T?inffi 
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jSfe*^fc L-Cfflv»e>*L* 0 jHBflSflfe^*®* (5 0 0 r pm~3 0 0 0 

rpm) -CffiBtW GlUt, ftl#~10#) fc'fcU JW*£ (15 0 

00rpm~30000rpm) TSfrfc 3 0 ^~ 2 B#Kjt>L> U #fc*L*ifc«* 

if < *l* o 

iFPRLl mtSlMI^^FPRL lOili, l*Bfl&£;fc»> 1 
0 3~i o 8^S^ftL<, 1 0 5-1 0 7^ti^©MT^ 

[0 0 7 9] 

FPRL 1 K^H^FPRL 1 4:©*t^ifcttS'^;MKjft*SE 

ik^Mk^**? y )~-yy-tz>±M<Od) ~c) *HJfei-*fe*^t±, 011 x. 
tf, li^FPRL lmfrt, »iUFPRLl'jr/WS-e*&. 

FPRL ll^t LTti. 55MOFPRLli» * fcfi^tti: H^O^ 

I^^O i; # > K^^tt. ~> ;Mf$tf£5tf£JS * if & ^"t o 

iiUFPRL 1 V^VKfcLTJi, flfl&tf C 3 H] > C 1 2 5 I K C 1 
4 c] , C 35 S] ^^It?ti/;F P R L 1 'J F^Mv^ti^o 
JMfcttKtt, FPRL 1 ijr/Kfc*lll©FPRLl kO»-frtt*fcti'>^ 

RL 1 *-M-t4j»UI&**:»±JlllUftOitH^*, ^^tj-->^;lU^777 
' -£JiiS1-*£i:fcJ: fJFPRLllfp^itt^o ^f77-Cli, pH4~ 
10 (IJK(ipH6~8) ov>»/^77-, bn-i®^7 7 7-4 
t^FPRL 1 '^VKfcFPRL 1 fctf>|frfr*fi#LfcVV*y 7 T --CfctU* 
wf*LTfcJ:v\, gl^|IWtt^&1g;«$*&BWTN CHAPS, Twe 

en-80TM (;fE3E-T h > >^h->\ mv^V-h^M 
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®^tt#J 7 T-fr^iJD fe-C#*o yn-rT—tffcJ:* W: 

.^^FPRL 1 'J > K<7)^^£^ gfltl^PMS u4s<Zfr>, E 
- 6 4 KflffiBrSO s s<-f7s9^ytsL ¥<D 7'u-tT- -tr IM3«J *m\\1r 

SutK"l^ 0 0.01ml~10ml 0»V-b^^-»jft^ — £4 (5 0 
0 0 c p m~ 5 0 0 0 .0 0 c p m) OtSlft U:FPRLl'jr/ K&^&D U |WI 

B#tc i o-4m~i o-i 0Mo8afc<b-fr«»**ff***o mzai&m&m. (n 

S B) *^5I*/i*lc^:jftjH05|clS»<^F P RLl'J KfciU 3—7 
feffl^i-^>o £*St±ftO~-5 Ot:> St t < ii^J 4 — 3 7tt, &f 2 0fl^<b 2 

A»4v^©5H') , /KBo) frfc^f#IWift'£* (NSB) £3|v>fc# > h 
(Bq-NSB) *10 0%tL?zm, mmttttG* (B-NSB) Mz.\i: 

[0 0 8 0] 

FPRL1U3STV Kt^WFPRL 1 £: Ojft^ttt 14^^/1^*** 
^$-*^)^%X^V-^>^i-S±IBOd) ~e) O^SrHJti-*fc*twtt % 
flUtf. FPRL 1 *^a«IJ»JH*ffite («x.fcf, T7^fK>tii> T-t^ 
>l/a y >&gft> «t*lC a&flL m%m c AMP41 »Hfi c AMPMIU 

jWW&fci*. tf> ^HioFPRL i*#^ri-^««:-7;vf-^i;v7 p V'- 
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mmmm&*mfc lx* ? y - - >^=Hf * ? i^fprli^ 

3SL^fflW&^5?-C2b*o *3£93<AFPRLl£f&mLfc*!Hfl&hLTii, 
^$Hi<^ F P R L 1 ±ISOamx.MF P R L 1 &S£gLfc*B 

-aur, mmmmm, mmmmm, mmmmmmm^t^m^hfi, 

[0 0 8 1] 

FPRL 1 'Jf>Kt^i©FPRL 1 tO^ttJ^iiv^t^i^f 
itZ^&foirydtfzli^CDi&tDXf) -~>Vm*y Hi> :£3P^FPRL 1 

1. *?y-~>-?7BfSli£ . 

a) iHJ^ffl^^i^Wffl^W^ 

Hanks' Balanced Salt Solution (^nttK) fc. 0.0 5 v'JfiLtfT^ 

b) F P R L 1 ^ n a p 

$^<7)FPRL 1 £#&5&£-££CHO#IJ&£. 1 2 5t'7°l'- H^5 X 1 0 5 
m/ftxmKL, 3 7V, 5%C0 2^ 9 5%airt2SFIJS«U^o 

c) »F PRLl'jr/ K 

TWO t 3 HK C 125 I3> C 14 CK C 3 5 S) ^^mt^FP 
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RL 1 y K 
d) FPRLl'jr/ KSSifcifc 

fprl i v>y> Kfco. l %^vjfo.^r;wy^ ^ (v^frSSD *^<>PB 
Sl?lmMt4r4J:^:»»U -2 0t^t^o' 
[0 0 8 2] 
2. W5£Bc 

a) 1 2 5t»i^tffi7'V- M:t^«U:*»FPRL lMCHOffl 

a!3effl««f» imit-2 mmw-LtzWi, 490^1 <Dmws&ffii&*&K 

b) 10-3-10-10 M<D&mk&®&&* 5 // 1 WL*M> UW.F P R 
L 1 y K£ 5 ^ 1 1)0£> MiftfcT 1 HWK>HSo ^Rp*W*S#»*ftI* 
fcfcfclilUfrffc^&Oftfc «5 1 0 ~ 3 M<7>F P R L 1 y fT> K* 5 ^ 1 SflxT 

c) £Ok?££l&*U 1 m 1 OWi«-e3»t^o *fflJ3&l~l§^L£ 
««FPRL iy?5rvK*0. 2N NaOH-l%SDS"?i)»U 4 m 1 O 

SfcfeU Percent Maximum Binding (PMB) Sr^c^"C**& 0 
PMB= [ (B-NSB) / (B 0 -NSB) ] X100 
PMB : Percent Maximum Binding 

b :mt*1mz.fcW<om 

N S B : Non-specific Binding 
B o : 

[0 0 8 3] 

tt&m*.it\t*<0%L\*^ FPRL 1 'J tfy K^fPJOFPRL 1 t^^tti 
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7>bf;V3'j >5fcBk TOWC a 2 TOW c AMP4^ TOW c AM 

P£J£«HN> TOW c GMP4i> >f -/ "> f ->w; TOJH«&^Uk 

mwgfi^y >BSMk c-fos ^Mtefk p h^i&t^ ^'H&i-t-ai&te 

ttzimm-t ^irhit^m (v>fc>*9>&, *WFPRL1W 

nr^h) > (n) mmmmmmm^^^t^ * 

OFPRLl^tSTV^^h) > (^) FPRLl';r/Kt**IHO 
Glfif^tlFPRL 1 t<D^ti^m^ir^it^, *&v*li (-) FPR 
LI 'J KiW|(7)Gl6f *t!FP R L 1 t<Dffi&j3*ffi.&mt2>it& 

^IPJOF P R L 1 Iztt-TZTzf-X h tt, FPRL1') # > Kri$rt&£S 
Stttra^Of^fflSr^T fCv^o-C % FPRLl'J # > Ktf**r**&SJSttWS 

P R L 1 H±. FPRLl'J # > K**£"*-& 

£Sf£tt£»"J-r & CI 3& ? t? § & FPRLl'J ify KO£Sf&14& WJ1~ 

FPRLl'Jf> Kt**MOFPRL 1 t OfS^ F 
P R L 1 V 2f > K^1-^^SSft*Ji3^1"^^^^^®*^^^ fc LT 

[0 0 8 4] 

FPRL 1 ij3ir>Kk*|&l©FPRL 1 hOig^fr 
F P R L 1 U 35T > Wt*4IfitS:#^^f;<6©F P RLl'J if> 

^T#<btL^T^-^ h tfcliFPRL 1 'jr/Kt$»FPRL 1 
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(i. flittf«A, 7V^-^ Ifcfik &mmSimMk, YW>m (Addison 
' s disease) , gSMttiitfJH^ ^ftx^vh-fX, 16* A,. V 

#i, ac-*>v>*!. iilttlflfti (ALS) , i'fXlS) > flU&Su 
u->m (Crohn' s disease) , «^tt^«) . &SttMT&Jft (flU «ttIW£: 

r/Kfc*«WOFPRL 1 fcOift^!jt«^«*»ft#*4fc«±^*^ * 
[0 0 8 5] 

H^ift ^ o^«tt«F», f li fltiSffiffl * ^offiWaaoJB-C^Hi 



mSE# 2003-3102510 



2002-324189 ^ ^- v : 76/ 

n-^oi^ajft^k a- TK^^i^ii 
&1J-i!fc#k ^-5>K TA^iifclifiV-^J:^^* 

■x*y-/i/) , ^i;t;v3-;v (#!k yatfi/>r'j3-;K #yxfi/v^«j 
n-;V) „ W-ij-y&Rmffi&M (flk #'JVM-h8 0TM, HCO-50 

[0 0 8 6] 

iia^Bs-^jwwtt. witf, mm vym.rn.mmm, wm 

£ © £ ? K L <b ft * $&SJ li&£X&m&X$> 2><DX, m*.&> fch^PffL 
Sbft v^*. ^-9-^ H^>>\ ^~>> -9" 



ffiiE# 2003-3102510 



2002-324189 ^ ^- v : 77/ 

« 02S*tt**^ jgntS#^»^> —&MlzMk\f, &m&% (60kgi 
tt) £i3V»-Cti\ -BC^HjO.l-lOOmg, V<itmi. 0-5 

ri*. litf, fttt#JO^T?t±aHr«x.*^ jfegm^- (60kgtU) H^v^T 
(i, -0i:oi|^O. 0 1~3 0mgfS, ^KWO. l~2 0mgSJS 
„ iWtLOi&O. 1-1 0mgeat«r»Rffi»t:i5»4-*r*O*WB'fr 
t?**o tfiloMf 6 0k g£fcDfc&#Lfcft*&#1-& 

[0 0 8 7] 

(6) mmm^f&*%:m<DFPRL 1 1 ^^-e^^^y^ v^mzmtz 
^mn<oum±, *%m<o¥ prli *m^m~wM-tz> £ t § s 

(i) &KYm%Wim<Da) JfiL«U b) #^<7)I^ c) m&frbMMLtiffltl 

(ii) *^OFPRL 1 ^Mt^IItetM^tiL/:t> 
£jjig|U ti^^o F P R L 1 *git ^ ^ h I: i ^ , M 

mmz&if2>*$km<DF p rli o*&^b$^Mt^<s>*^ v 

(iii) w^vm%mm<Da) sum, b) #^oiasi, c) mm^h^mLtzmm 

miE# 2003-3102510 



2002-324189 ^ ^- v ! 78/ 

(iv) $H1§©FP R L 1 Z§£ : mt2>T&nm®:fa^Z®ftt Ltzfe, faMm& 

<DF P R L 1 (O^mt^MY&mv*^ 9 D -->^^rtt«:iftfti-*o 
[0 0 8 8] 

iEM^tctitL^^OFP R L 1 O^dtti^WKti&TO i 5 L 

(i) jEflrJbSv^ijfeft^^^t Mffi&lMfe WAl^ 7^b> V 

fcv^ ^/ufcif, £ D^WtwtiT^y^^f 

^k«pu ass* 

Kd*#<^*t41i^Oifc*v>-9 0 #Hiaoflfe#^fefc LTi±. Potter-Elvehj 
(Kinematicatt^) <7)U» «*«KJ:*fl3k 7V>f/V^*MPffi 

j&no^ii n ^M»'t^«i^^spJSE4gse5S'C.^«i&* if ©at't* k <t & ^® 

?fo& s ±£ Utfflv»f,*LSo «x.MT. tt^m^iSit (5 0 0 r pm~3 0 0 0 
r pm) ■CflBSm 0#) JfckU ±J»**&fc?*aS (15 0 

00rpm~30000rpm) -C®#3 0#~2H#W*'kU #?>*L«it««r 

naa* mwmfttp^te, mufprl i ttt^r/ii^i 



miE# 2003-3102510 



2 0 0 2-3 2 4 1 8 9 ^ ^- v : 79/ 

«MlS^^$^^^:|&HjOFPRL 1 1±, Wx.tt *Hl«OfiL#ifflv^ 

Wd'V^nyHig #<2r£no#|£K J: ff & *> t t J&T £ & o 

(ii) *^OFPRLl *»3R-r*»JWe»M|t*±IBO^rifeHfl£v^»L, 

[0 0 8 9] 

fflI61Rfci3»t*#$&9!tf>F P R L 1 <O*&3Mfc$*Mfr£«fc<0* * V 
*h V*fc^£-^££-5tl$Wl!ff (3 0^fr~2 4 8#Wtfr, $f£L<f±3 O^fT 

~ 1 2 i$mifr, i o » 1 1 < »± i ^FP^Htr— 6 i^ram) *> t < i±— sfeWFwm ( 3 0 

«-5©*Biffia« ( 3 0 3H^ffiL<lil R#Mf&~ 2Ht> J: «9 #4 

2St~-3Bt) . «WSUIHw^»t**36WOFPRL 1 

JWW&lllS^lw^t tt&^SPjOF P R L 1 fctt&TOi $ £ L 

(iii) jE-StabSv^mSL^-f^t bPilLlt^ (tfllxJt 
^hj-^ t?v\ 7*. ^n, ^j*. -fr/i/fc^ J:0*ff»^«4T^y^ 



mgE# 2003-3102510 



2002-324189 ^ v I 80/ 

»MK£&t&:£S&^OFPRL 10l^lEt^it^-eil>o 
(iv) $»FP R L 1 Z§£M?ZMMn&fo^*m^rmWl<V^&* £ & 

[0 0 9 0] 

icisit^^^^FPRL io*£lHt£^&fM3£^t-Mfc^^&*K 

, FPRL 1 &^1-&«#IJM^14 (fllxJf, T7^rF>fm 

^588Jk ittl*lC a 2 +mm. c AMP&^ c AMP4«U> 

c - f o s (Dtsmt, p hoists ^^m-r^tts izimn-r 

2>m&%t*) ^m^^t^it^m, (n) *ttJ]IlC:mt&:£3i^OFPRL 1<0 
ttll^lt^^i^FP R L 1 0*&iM£i2r& £ £ £ £ *) . WIS 

tt^^^-^^^tjti. ^h^fprl i<Dmm^£:^mmi~2>mm<7)^w 
&xz?/ttzi l r&mM%t*<DmmtLx&m-?z>zttfx£2>o AfcMKit, m 

^ttB&kSU TS>VV*B (Addison* s disease) . IBMttMttfi, 
^tt^m (#U x. /n'-^vvv^ ^^tt'KI^®^ ( 

als) , *-4x$m) > ft$y^ nm^. mm^ m, wa-wsp;**^ ^ 



tbliE# 2003-3102510 



^jp 2002-324189 ^ ^- v I 81/ 

„ Wlittva-^s flllttys^, ^7Aitttti> f^r->'^V3^ 
tmmffl , (fl!k *n->#| (Crohn' s disease) . mm^B 

m , &mnmmB. (m, &&m$t. my-*** k— m&m) > & 

&v»tt«Mt (flU «ftfc *teJg?£St, ign&ftWF&mmm (-x 

^ij. ^5^w. *f 1 1 *> iz-m~mz> h Kfz 

[0 0 9 1] 



ffilE# 2 003-3102510 



2002-324189 ^ v I 82/ 

. iJM * >tt#BM14#J *°'JV^-b8 0TM^ HCO-5 0 

ttz. ±nttV5'%imm*, «*.«r, mmn T^iim sim 

mm {mz-&. k ^-9-^ ty^ ^ N -g- 

t)mmz$>z>i>K mn&^coi^ -w^jit^ &&&m (60kgt 

UT) K&^Xlt^ — Bfco§&0. 1-1 0 Omg, ft* L<ti^l. 0-5 
Omg. £ L<li^Jl. 0-2 Omgt^^o ^iPK^t^i^i 

f±, -BfcoiffiO. 0 1-3 Omg^ S?£ L<ti#&0. l~20mggS 

> * wttoi&o. i~i omg&m*&m&mzz*)®.^'t2><Di)m®& 

xh%o m<nib®<Dibk%>, 6 o k gmtzmz&nLtzMZ&^-f&zttfxz 



ffifE# 2003-3102510 



2002-324189 ^ ^- v : 83/ 

%> o 

[0 0 9 2J 

(7) %Lf&w<DFPRL i ^iti-sttfltt-SfJfifLrftarai 

*^OF P R L 1 fc:W"f *tfc#®+ttflHfcfc ti> tFPRLl v 
■r«#-&-tt, iFPRLlOKWyWiSi, iFPRLl^ 
a 2+lE «ficAMP4fc »rtcAMP4«k »ficGMP4 

L£3 s o T> ^:|&§g<7) F P R L 1 K*4"t* +Jftltfc#«i> F P R L 1 <£>^§!|§&3I 

±ib : ?i» • iuigl^^of p r l i t mm- 1 

[0 0 9 3] 

(8) :$:fP^OT >^>*DN A £^rLT&£g|g 

^Hl^T^f-b^XDNA^ FPRL 1 <OMffl^M*? FPRL 1 V K 



ffiSE# 2003-3102510 



2002-324189 £ ^- v I 84/ 

[0 0 9 4] 

(9) *f&9JODNA&A»&OffcS 

) J^li-e^flDNA (^f&WO^ttSE^DNAfcB&SBi-*^****) * 

CD ^^tDNAJfcl^^lDNAm^^t bUKLIM^ 
C2] *t MdJUHiHr^ylWft*^**^ CD fBmo»^, 
C3) y'y«W ? 7W^;li7 7 h"C*^^ C2] f5m^>lb%> feiV 
C4] *f&W<^^DNA£fctt*0&*DNA£^£U PiftlW^^T 

^H^O^ftDNAf fcl±-?-<7>^DNA£;rr£^ti MUSLIMS (J^T, 
#»WODNA^tMfei:*fE**-a) i*> *&mW, ^*tlF> HHf-fc 

. ft£$c> YOD^^x^ya^ /N'-x-f *;V#>&, DEAE-f^ 
Xh7^tia 0 i^tnDNAWt^rttaoT^tiitSii:^ 

BMb1-2>*§$:W<Dtt.&%iDNA*m&U fflflfc**^ if^Uffif & 

. * 7-*;^ of&£ of * <b 1® i 0*3^^ * ^ a* JfctfcW4£ < ^ 

t*)frtf~?V* (#!lx.i£\ ^fcLT^ C5 7 
BL/6m DBA2»«4f^ ^tU, B6C3Fi^, BDF i 
B6D2FiM, BALB/c^l, ICR^if) i^tt5?> ( 
iilf, Wi s t a r, SD&£?) ^Wlt^ 0 



miE# 2003-3102510 



2002 -324189 ^ v : 85/ 

[0 0 9 5] 

^^iDNAtttfi, 7CO*|&KODNA<&&HEy!lK3eH 
. a^CfcfcO, JMWKti, tt*OfsMin, 'ffeo^S^o 

S&£tt&*£tfcDNAfc^;fWBv*&*L, ttz, #HtDNA&^-£*t& 0 

flfDNAtLtli, ^1jt&#3&9i<£>FPRL 1 ^M^^DNA^M 
U flllxJ^ iEf F P R L 1 «^WJtl) F P R L 1 

^.DNA^t'»^tl^ 0 

SM&ftSfeO&O-CfcoT & £v> 0 ^§&^^DNA^M^.ilJ%^^$-^^tC2b7t 
o-Cti, »DNA£iMfeifflfl&*ef&S$*5 S^n€-^-^)TI^lf;DN 

NAt^H^M, £*ti:ffiratt**Jftv»*»WODNAft*-J-«#anMUBl 

WDNA ^DN A$K^flI?LS&tJ & - fc # & 0 

[0 0 9 6] 

**tHOF P R L 1 OUS^^ ^- 1 Utli, »I**<7)^7^U% 



ffitEiff 2003-3102510 



2002-324189 4fc I 86/ 



9-^ JfiL/J^fi*^«H^/?> ^5fVKl, Kl OfcilttKl 4, 37-^ 

ASpjmttH^ rtJ^V-fe7^~^n^>^^— If (HBfcfcTi e2fcBfr$*U>) 
„ ^-h y y -)A7fV v>3 y >BfeflS»3R (N a, K-ATP a s e) > 

?~ ei&iMKVfctf*-, MHC^7^ ItyR (H-2D . H - r a s^ V 
v/?-7K^k»*. »^t^fy/-€ (TPO) , 

vmm^m^ia (e f — 1 a) , prt^y, a &x.Tf p^* 9 s>nsks 

i/ymmiteZifz, *^y y&m* y*9M, f-uyu-ryy^ Thy-i, 

Wn7rA HOT3g*5 (VNP) > if7^/fKP3^i?-l«>K 5 
t^ni?A fn^'xvc, ¥ffiffiaT?3-y, ri/7*Dx^7 7'JVA, 

(EF-1«) ^n*-*-, \l pT ?^y*fv*:-9 

[0 0 9 7] 



miiE# 2003-3102510 



2002-324189 ^ ^- v : 87/ 

it f p r l i <^af?f \nttzi±&m.ffi%W}m m*-i*, 

$U MU ¥«BMBIJft, »f »1 ft f D N A 15 i: U^f^^i^y A D N A 7 
^f^'J-i^^ADNA^t^av^- gBfcLT, SfcttJffHSU WHU ¥ 
Wtt, tifttfi^RNAi <9<2r^n<7)7j^^J; JjfflRSfLfcfilffiDNAfc 

fctt&»U 9#fc*tfcjE#fcFPRL 1 OWR«*«rjft^«SSE*IHBHfetwJ: 

«33 J: W»Ol--<T & X i Kmk ZfoZ>o D N Atg^ftOf^ffitft 

»<t, -eoffl5^iHBJ8ai5 J: WlfflJI&O-f -ST i:*5Si©^*ttD N A 

mm^<omwmmz^x^m<o^^DNA7bmmK^ir^^t^ fern 

it:ttSitt 5ftl*"t & o <*>fl*tt D N A «r $ itm ^ £ <D® <7>lfr% O 



mgE#2 003-3102510 



2002-324189 



: 88/ 



[0 0 9 8] 

hj<t)f p r l i <DmwcMM*%fci'2> ^(omm^r^mmt lt 

©FPRL1 ©flMfctofefe*. #f&9!<0 F P R L 1 #H»«i£AO*lMU*0 

%t'?Mttmifir2>zti&*m&&o zhK, BMfc-ra^jfcDNAfctfrafco^* 

H*> If©DNAI^^i:iotMt^-t^l^o ^ffl^P 
»c^v»r*«W©ll*DNA*«^fcT*ti:tt^ ftffllMllo^^TfolBF 
O^T fc#3&lJ! <7>Mr D N A £^1" & o fAD N A& ffl raSrfefl&Offl:*' K#^> * 
[0 0 9 9] 



mtiE# 2003-3102510 



2002-324189 ^ ^- v : 89/ 

p r l i oiwttiwi ^ & & £ t 19 ^ ^(Dmm^r^m^d t 

fPJlo f P R L 1 ^^t^^MW^o^Mm^fi?^^ i £ <o^B*r^ 

^OFPRLl «^fettMTC^i*^tt^^l&BJ<7)^F P R L 1 K X &IE 
'IFPRL 1 (dominant negatived) £ MW-fZ* T '^t %2>o 

tit* *%W<DK&mi%DNAt:fc&Z&tzm%®Mte, ^fiOFPRLl 
OJtM^^^ftS £ £ ^ FPRL1J tzte<D^m^nM7Ffc& 

2£iiDNAK i DMS^fcFPRL lili^lfnii:!:^, **9§<& 
FPRL 1 l)#^WH|&^**v^±jgtt'fb-t*FPRL 1 i: OKiatttwOV^ 

©$H^IFPRL1 ****»«^J:^0*li[;^»*^**#x.P>^o 
[0 10 0] 

SMC, #S&IBODNAteW»&ffiv»-C^ $H^FPRL 1 0#6flBMft£ 
M^Jfo£& *HlOF P R L 1 tcH)frt*^ft^>iasMc^*IH^* - 

ttfX*Z, tfc. ^|&HJ<^FPRL 1 tcp^t-^^m^T*^^#I®§l^*5tt^i 



2003-3102510 



2 0 0 2-5 2 4 1 8 9 ^ ^- v : 90/ 

fcWHi^ttDNAM^^^-^ffiv^, $»FPRL l^Hlt 

[0 10 1] 

(10) SyfiTV hWs^ 

C 1 ] #5&IK (ODNA ^f&^fc £ h nt?Li&%K##ffifl&. 

<5?0 ^SA-T * - t K X *) /f^tfrfb £ frfclg C 1 ] £iB*OEffcfflJ!&. 



ffiiE# 2003-3102510 



' ^j^M 2002-3241 89 ^ v : 91/ 

ci o) m C7] 5(ib«o»»ic, lawfrfrfcfcists-u i^-^Ht^ois 

*§&m ©DNA ^ffiftjb $ ftfc* > l«?Li!>M#« fi, Ifc* h Ui?L 
mm^-t * <D D N A W £3?H £ in x. * i t K X *) „ DNA^M 
f££j*P0J1-&3\ U<«1DNA#3- Kttv^^FPRL 1 OfStt 
^HI65i:l^^«iti:J: DNA#^RWi:*^OFPRL 1 <£>H5I 

£ «9 *fPj?<^ / ? * T h D N A «rf^9»*f- flit X v> 0 
[0 10 2] 

N ATO1*Mfc E S mm* fz i**&W<DS y ? T *? h E S « t ) ^ JM$ 

mtLXlt, @»fct^ Mii?L»W s ^fr^)^WODNA^mjSI 

U J t<Dz-*Vi'$$%-lz^jr^s( vVffitttitfc^s ;W ~> Vjfitl&afcT- 

fcftf^fc&fliraaHS^ *4v»lllacZ (p-Jf?? fy^-lflfS?- 
K cat (?n^A:7i-:3~;vT^;vh7>*7i7~^fc^) fc-ft^ 
fc-f* l/^-r * - jt^f-^SrflpA-f * £ i: J: «) -x.*y VO«flB*rBfe»*r * #\ 

J&T~£ & < & £ h IC £ o «r«ft C»ft?*««t & * 9 Ufc D N A 



miE# 2003-3102510 



^^m. 2002-324189 ^ ^- v I 92/ 

fr/^^ -fERK'ftffi Lft*»WOD NAW<^S§iSO D N AIB^J £ 

rtt, «x.tf, Mft<o£7*mz®$:ztitzi><DZm^ri>£<, Eva 

WbfrttE SMl&*WM'?Z> i £¥<nUmxm7L\Z, C 5 7BL/6v-)^C 5 

7BL/6O$B0P&<D^fc££DBA/2 fc^iCi OSfcHLfcBD F i 

* (C57BL/6tDBA/2tOFi) ^ffl^T#5l Lfc * t*i> Mf-K 

tCjpx.T, C5 7BL/6v-^xmi:foot\ £ *tfcJBv»T#fe ttfcE S 

1-&Clfc-e^WitteWirmS:C 5 7BL/6*T^^^ftx.*ii:OTr^tf**jSC 

«jtv»f#i©ESifi*fflV»T"ii iv>#, Ifl<OEStt©»l 
[0 10 3] 

E S4BJftOl|;It0>*ll&&&2: Ltli, Wittf, P C Rftfc J; i) Y$rfe#Ui<£>1£ 



miE# 2003-3102510 



2002-324189 4fc : 93 / 



m<D&1jk¥*y y?T9YVfc&. lE^mm 2 
n = 4 0-e**«mfe) i:#^n-->m^t^U> 0 

if, S TOilf 0 - ^-«±tL I F (1-1000 

OU/ml) ^fi£TJCi«3y^Jff«»rt (ffSKli, 5%£fclfc#\*, 9 5%^ 
ti 5 5 . 9 0 "C'^J 3 7 , Ce*&#1-* * if ^>^i*t? 

fflfftB#£l±, Mx.il h'j7^»/EDTAiE (if 0.0 0 1-0. 
5%h'J^»/0.1-5mM EDTA, mi L < 0 . 1 % h V "f 9 y >/ 
ImM EDTA) tiMK* *)4Mffltt-fbU *rfcfc:ffi*L;fc , 7 4 -^-«J8&±t= 

S>*t& 0 iOi^Wt If l~30fti:1f^^ ? , 

^(OfjZfOfflmKfrikZlt&Z fc**RrtlT2b>) CM. J. Evans&tfM. H. Kaufm 
an, *>f?-*- (Nature) #292^ 154Jt^ 1981^ ; G. R. Martin 7nv— 7* 
-f • • tvst^ • TJJ7*< - • • iMJ-V.* • ^l-o-^J.- ( 

Proc. Natl. Acad. Sci. U.S.A.) f£78^> 7634M. 1981^ ; T. C. Doetschman 
• *7 • xvrvtny- • T > K • j-^^.^ 1 ; • -^v 

7*n^- % £187^, 27H. 198530 * *»«OE Stt^^^tttff) *L& 
^W^>DNAf&m^Mii, >f >lf h n i:^tti**SOF P R L 1 t^t± 



ffiSE# 2003-3102510 



^pil 2002-324189 ^ v I 94/ 

[0 10 4] 

X^i J) ^-^•yf'f >y<? *-o:£3&WODNA7^f&14'fl:$*LfcDNAffi 

#<7)DNAie£!j£7 p n-7*h Lfc-9"*fWW/'J ^4f--> a >ffi$rt fcli*- 
7- 4 >V<? ^-±<7)DNAIB^iJh. ^-^77 ^ 9 — K&MLti 

~?*?7. &&<D*$km<OD N Am^OS#^OD N ASB^I t*?? J t Lfz 

pcR^i-?) ^tf-efij^-r sc^-c^o m^m^mnmrn, zm^fz 

fzimmm-fiiAL, ^u^tz^^^m^^m^^tzm^ ym9imm<o^ 
Kmm-rzo ^m^^tzm^itjE^^^moDN ai^ k^rnmt x%,mm 

i^f^ 7»Oil»0-^ILf:*^^DNAl4r^f^ 

mm** am w £ m tz^m <v d n a m z <*> ^mm~?Mj& £ tifzmfc & > 

$»FPRL 1 0^of§^:^£lS#|!^£^@fiU ^rfihOM^tfh^ 
$J6D F P R L 1 i t^tl ^.o 

[0 10 5] 

itiiE#2 003-3102510 



2002-324189 ^ ^-v : 

hBifLtfr^Kifc^T, «f5^Blwiamx.^«J: ^^gg^DNAM^ 

^"Cffl Tift & £ £ I- <£ «9 3Wfi*f \z'&Z>Zt § & <> Afnf/fn-f Ifr t/ ^ 

^HigoDNA^m^^^ bBi?Ltlj%{i> $^FPRL 1 fcj: t) 

$^©FP R L 1 0£M&14<^> 

[0 10 6] 

(1 oa) ^w<vDNA<DKm^mm%t^m®t&mmKttLrtem-^ffi 

i- ft fc> % . #3&^ te> #fPJ3 <£>DN AS&m^0 1 h ni?LSi^ Kls»ft:^% * 




ailiE# 2003-31025 



^^m. 2002-3 2 4189 ^ ^- v : 96/ 

tmfo&yBtLxtt, fix.il ^y^-K, Ki4<fr8-^> 
%a^S4b^ »^m^ itwitiii^ 

[0 10 7] 

if fttzit^mxh 0 * 2|c|&WO F P R L 1 0>&*R*tlfcfc iTic J: o I # jg i $ 

*u>^m (fflx.if. m&ja, Tv^-ti ^> &&wmmB~ rw^m ( 

Addison' s disease) , ga^1«lk1£MU ^#13^. V * ^ h - 7** ^ 

A,> V7^t\ **£»JHRE# (fllx-ff, IKttlJllLSI^»«WOJKiL«l»*> USB 

s*-*>v>m, ffimffi&Mmmitm (als) , ^xmm) > « 



mSE# 2003-3102510 



2002-324189 ^ ^- v : 97/ 

flU ?u-ym (Crohn' s disease) , it^lfcWifc) . &£ttllH£& « 

* if) £m-*^-e«Hfcfc?&* • ^RfcMfc k LT^ffl-r^ c tar 

y - - > v^mxn h n.tztt&w lx^x^x < , mt&m 

ttan^fcf £ tv> 0 io^atitii, (#flx.tf> ttsu y> 

£9L £A#Bt, > 9 /nfc >BI> ^ > -b* ;v * £0 k oi&k 

tiHtlUfo© (00*. If, 5? K <=e;v^ K **Mr\ * 

v. -}^\ -9-;v&i?) ^LTt4t&-t^i^o 

16 QkgtLX) fc*SV*Ttt, — HKoSKft^HltftO. 1-1 0 Omg, 
$f £ L < 1 . 0~5 0mgs i»)jftL<tt»l. 0~2 0mgSWo 



tiJliE# 2003-3102510 



2002-324189 ^ ^- v ! 98/ 

£<>Ti>m%z>iP, «x.w\ Wt^fcattflJ^-r**, (#16 0 

kghU) — BKo£^ffr8^£&0. 01~30mgtl 

,jfiL<li»0. l~20mggS, i^JKfillO. l~10mgtl 

[0 10 8] 

(10b) ^^<DDNA^i-^>7 p n^-^-(7)t&14^mt/i(im#-r^'fb 

na^i/*- 9 -mm*zm\irz> ztK£*) Tfmmtz *u ^ v^- * -ate 

^ ^ D N A }:*tt S ^ - ^ - o*JiTtM t ^ & &<Wffiv>t>*L 
— *?&te=F (lacZ), ^T#ttT/l'* i ;7*^7T^— tfit^-4fcttA''>7 

ET^^fiEi-*<^^ Vtf-^HHE^n- KfStll^M^ b v-^-r* 

Ylsy-^ikitt (1 a c Z) •efiLTV^f^ *SIE<Z>F 
PRL in&i&tZfflklZ. *HWOFPRLi <Dftt>*)\Z p 9 Y^-f- 
«it4, tot, 0Ox.tf, 5-yDt-4-^nn-3-^f>K'J^-j8 
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^||JS 2002-324189 ^ v : 99/ 

-if 7? Y\Us*/Y (X-g a 1) "9 % fi-Jfy? h v^-Hf <0*K fc & 

Jtmi£ (PBS) "CttiMk X-ga l^^tf^-fe^T% i»ifcli3 7tHtJi 
T% &3 0^v»LliKSl&?^^ W^lmM EDTA/PBS 

^-TtLlfiv^o f£> *ftfcfl£v\ l acZt3-KtSmRNA*ftHlLti 

±M* & m v» r # e> tt^t^ t tz it * <&£i±> jlib l 
v^ 0 i<^#*ffii: tr»±, ^x.i^ «m mm., v>m, 

[0 10 9] 

#5&5B O D N A \tZM~f & - ? - fgtt & * tz i±<£ <oWt^ 
^f^FPRLlOM^IU tFPRL l<fc«fc*teaiW-& 

ttzi*mmM%¥<7)mmkvx$imi-2>zb&x*%2>o .Mtt&tetiu «-fb#«*± 

^ttlfcfeiU T*?Wm (Addison' s disease) . g S&^ttiMtt^JfiU 

tt^m m*-tf, Tw^i"-ito> s*-*>v>m, mmm^mmmtm (a 
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ls) , ^-rxf^) , $tm#a> p» m, mmmvwT, 

Mm® , IfefettlWfeA (W, ?v-ym (Crohn' s disease) „ m^1fc*^§:& 
;v*«0 , 'C*ftK*> dojfiLte'fc^^ Wife. S^HSJflLE 

[0 110] 

fc-^rt & ex t raw* LT*$frt-& -r k a*-? # & 0 

(ini?L» ^VX, «K?K t'^A "7*^ 9 

Rft^»ifcli^OloS4ilt tt^lU iS^StiU «£Ml/- h&iffcJ: 

fi, — BK-o&mt&WZffiO. ffiKttftl. 0 ~ 5 0 m 
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^12 0 0 2 -3 2 4 1.8 9 ^ ^-v : 

. (M60kgtLt) -B^oi^b^«rJKjO 

. 0 1~3 0mgtE ^L<li|)0. 1 - 2 0 m gSJK, i W * L < 

o. i~i omgtt^«»j: v&^-rz %>o m<omm<7> 

ttz, *»FPRLl(07'n^-^-itmnDNAI:fot, •£ 
Wfc*OFPRL 1 -eo^T'^ffl^ft-r^ifc i>-0Sffib%:2> 

[0 111] 

UPAC— I UB Commission on Biochemical Nomenclature K X %>Vfc^r%>%> 

dna :r**i'V$mWi 

c d n a : mnmr* * v y 

a : TT=-y 

t : f-s v 

g : ^r-> 
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c : v h v > 

rn a : 

mRNA : ^ yfe>y-v-';^ife 

d AT P :ft^vTf/-»H'J>i 

dTTP : ft^vf 5 v'VEV >^ 

dGTP iWi^^ry^VHWi 

dCTP :f^yyfy>=r/| 

ATP ;7f;v>HPl 

ED T A : xfl/>y7^ >Ggg£S£ 

SDS I Kfy^Sftf'J^A 

[0 112] 

Gly I^y^V 

Ala I 77-> 

V a 1 I > 

Leu : a^fyV 

lie : 4 yo/fy> 

S e r I -fe V > 
Thr 

C y s : y^t'f > 

Me t ! *<f-*=-Zs 

G 1 u : ^ >^ 

Asp : T*'<9^>* 

Lys 

Arg : r;Mr— > 

His : fc^^-v^ 

P h e : 7x-^77^> 

Tyr :fOyy 

Trp : f'J7 P h77> 

Pro :7n'J> 
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^-v: 103/ 



A 

A s n 


. r 7\J^ ^7 ^ y 


G 1 n 


. V )V y ^ y 


p G 1 u 


• i>° r-f ll y >57 ^ ** y BEfe 


. • . 

* 




M e 




E t 




B u 


: zf^)v& 


P h 




TC 


:f7y*'Jy>-4 (R) -a/nX^MM 



[0 113] 

Tos : p — h 

cho : ;v 

B z l : 

Cl2Bz 1 : 2, 6-y^nn^>^ 

Bom : *<Z/V frUr 

Z : 

Ci-z ;2-^on^>^^y*W-^ 

Br-Z : 2-7*D^/<>^t^y*^f^ 

b o c : t \ ^y*W-;v 

DNP : ^fn7x;-;i/ 

Trt : h V V-fr 

Bum : t -^b^r^^V 

Fmoc : N- 9 -y)V*U~ )V* > * ;v 

HOB t ; i-KKn^wXf'J7 , /-A' 

HOOB t : 3, 4— S>fc Kn-3-t Kn3^>- 4 V- 

1,2, 3-^>V*h'J7^y 

HONB : 1-fc Kn^y-5-y > -2, 3-5^ 'f 5 K 
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12002-324189 



^-y: 104/ 



DCC 



: N, N' -yy^nAdrv;v^^*yM ^ K 



[0 114] 

@E?iJ#-s§-: l 

: 3 
: 4 

@B?|J#^- : 5 

hfi^FPRL 1 S:3 - KtS c DNAOiS*E?iJ«:/7to 

mm^ : 6 

•7-)^ft^FPRL l<D7 5/WJ^to 

K?U#^ : 7 

v>)^S^FPRL 1 fcn- K-t^ c DNA©S»J^^to 

@E3«-s§- : 8 

i t?fflv^:-/7^-7- 1 o^ae^i^^o 

mpm^ : i o 
: 1 1 

h»j 5 Tffl^/:^7 *f V' — 4 o^sse^j*^-r 0 

IE?iJ#-5§- : i 2 

w&m^ : 1 3 
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K^J#-f - : 1 4 
S2^iJ#-^ : 1 5 
[0 115] 

^n-^>^ (Molecular cloning) KlBil3*LTV»*2rffifcfl£ofco 
[0 116] 

HJfeMl thFPRLl-GFPtHS^CH0i)6^m % 

tfFPRL l-GFP^HI$t/:CHOHM77*^MI (HBS S 
(GibcoBRL) ICO. 1 %^">tf 7;V^^, 0. 2 mM IBMX£ 

muLfz^<D) frxm&Ltz^ 3 7V, 5%CO 2 ^ftT-e3 0MtU: o 
T^-fe-fffl^^T^Lf^aSoy^l^aim^^^ va > (0. 0 5g/ 
we 1 K 0. 5 g/w ell) Sr^ifllU ^7*^3'J > 1 pMb%:2> 
XlKmnLtZo 3 7V, 5%C0 2 ^TT*3 0^tLf: o f«±t^T 
X, cAMP screen kit (7^7^ Wtv^f AXfi) O/n 
hn-;w:fv\ ttrtOcAMPi^7°l/-h'J-^- (ARVO sx^;v 
^^^^^^V^-, Wallactt) Srfflv^TM^tfCo 

fOi*, ^^^-^^iAUcCHOiKmo c k)fcjfc-^ FPRL1 
- G F P it^**A t/:CH 0*fflJfei|##l6<J fc N * 3 V >8&Jnfc J: o T^in 
c AMPioy^ litBt7 7 ^ y a > (0. 0 5 g/w el lis 

*tfo. 5g/we i i) K£&mM^ttfr<>&mto%:ffi&*mmzfrtz m 

1) o 

[0 117] 
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12 0 0 2-3 2 4 1 8 9 ^ ^-S> : 106/ 

mMW IT jt,ffi$*Lfcfc: MFPRL l-GFPmCHO»I^« 

, #y hn>-e^^^^->fXLfco -Ufea^bfc^ it^TJi?t Jiff 
i;>'J7;vtnftK (TFA) &0. 0 5 % t Jr. ? fcinx.* C18*7A ( 
Prep CI 8 1 2 5A;Wa t e r s) l:T^7-f Uo *7At:^L 
tz^-ff- K£r 0 . 5%TFA&-§-tr 1 0. 3 0^ 5 0%7>t b->V;Wf 7 
:/7>fXKj£fflLfco 3 0%7^f^h'JW^M<0 2 0mMif7>^ 
~«7A (pH4. 7) T?^U "ftf^XSkfr^A Hi Prep CM- S e 
pharose FF (Pharmacia) KT~fy4 Ltz 0 4*Z<'3m*7 
^K^Lfz^y"^ K& 1 0%7-fe b y ;V&^i> 2 OmMSf7>*-^A 
(pH4. 7) tOO-l. OM Na C 1 0«E^K"t?»mLfco 
< ^ MFPRL 1 - G F PHiC H 0»tlfi?I^ai^ c AMPl4PP$JfS 
tetf^-f Jvrv^TfcO. 1-0. 2M N a C 1 Il7>K 3 fSi<£>*£7-fe h > £JDx. 

1 J: 9 TFA£jjnx^ 7**BHPLC7J9A SOURCE 15RPC 

20ml (Pharmacia) KT£ bft&ftmZfr otz 0 RESOURC 
E R P C<7)5>g|(i 10-30 %7-fe h - h V ^OiftS^R-Cfrv^ fc: MF P 
RL 1 - G F P^iC H Offl#I^^«rt c AMPm&WHWiSteli. ItifcO 

\£-?\<zfrfrtixmmztifz 0 zthbfe®i}z~-?<Dd*>T*:h-Yv )i<mm2 e 

%'Cmm-£tl2>mfi'** YMC-P a c k Pro C18*5A|:t^«U 
oYMC-Pack Pro C 1 8 7J 9 AO^»«Hi 2 2 - 2 6 %7-fe V - h V 
^oftJK^HB-cfrv^ ^ttM^tiT-t h - h y /ujftft 2 4 %Ti£ffi£*i7Co $ <b 
fc> ZVfls&Wfr*: 1 0%7-fe >~ h y;v£-g-tr2 OmMi^Vt-^A (p 
H4. 7) (ftO0-0. 5M NaC 1 0«JK^|ES:fflv^»>f 
A TSK gel CM-SW (b-V-) -T^fiLfco hfflFPR 
L 1 - G F PMC H OiM IW^IUfi c AMPm&«Ji£14te> NaC 1 
mmo. 2M-C»ffi$^o CM-2SW*9AOffittI^0. 1%£&&£ 
?TFA£inx.> 2 0-2 2%7-feh-by^OiftJR4gBB*fflv^a£ffi*9Ad 
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iphenyl 219TP52 (Vydac) U ^MFPRL 

1 - G F P l&m C H O «8Ha#^ W & UBIfert c A M P £&*PffllflH5: fc * ^~ 
<D\£-9*ftit (02) o 

[0 118] 

HJfefll 3 -7^ rtHttF P R L 1 V tfy K P 3 OfiM 

l&fem-e&jSstLfc^rtBteFPRL i ';#>k P377^ys>^ 

$f, Voyager— DE PRO (ABI) (Ctvh'J 7^^7v^r-f 
7KU-f-fy-^/3>^t>«BtSISi^lftf:U?) (0 3) > 
m/z 1724. 8, 1741. 6, 1772. 7«U. 

FPRLl 1 J**>KP377^va>^Q-To f Ultima A 
PI (Micromass) KX^-V? Y nj^W J *>ikMMfr%rl^ 
mtm<7>%mvy hMa s s L y nxtiffUo #HSK *>* f ?fcfei"*4.'7*- 
* (04) t(i±J:U3i'ftWz 5 7 5. 3 0, 5 8 0. 6 4M 
U -*t£>£Ma s sLynxIlO-o "M a x E n t 3 " #yffifcT-HfflK * 
>»U:hi5 (f-^^$f) m/z 1 7 2 3. 8 8, m/z 173 
9. 8 9tftfc, ZtihOlfe&frt,^ FPRL 1 V KO^f-HJt'f (M 
+ H+) f±m/z 1 7 2 3. 8 8 m/z 1 7 3 9. 8 9 Jim/ z 1 7 

2 3. 8 8<7)m'fb#t#£^tLfco 

Q-Tof Ultima A P I KXM S /M S i»5feLfco m/ z 
5 7 5. 3, 5 8 0. 6 Wt>i:tTiStfcfci^> # 

<7M:fr>m/z 5 8 0. 6 &IM*>'fcb-C«l56Lfc*'** >^*Ma xEn 
t 3^IUc^-e (05) =grE^*fL^o iOfkfcfcxfc^-*'*-**** 
LT, ^t/®<£>@£?!]£> N^;V^Mfc$tt7 v z'7'^ cytochrome c o 
x i d a s e<7)N*^l 3 fc«S6bfeo E^Jti&TO&O : CHO- 

Me t (O) -P h e -V a 1 -A s n-A r g-T r p -L e u-T y r -S 
e r-Th r-As n-H is-LySo *HWt#tt> tt^il^ltMe t 

[0 119] 
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^2 0 0 2-3 2 4 1 8 9 ^ ^-v . 

ggjfetil 3 -em^^tL^y^rtHtiF PRLl'J KP 3 

hy^VffiflsSUffcfcK^fl-ffbfc (0 6) o *<Dm*. MMWj&<?)5 

[0 12 0] 

###J1 7^XffiS*FPRL 2 Sra - Kt4cDNAO^n-i>m 

^XMic DNA (Marathon-Read y ™ cDNA I C 1 o 
n t e c htt) &&W.tLX^ v^^FPRL 2 <^@fi^J1t# (A c c e s s i o 
n #071180;NCBI) £ t Wife 2 >f 
-1 (@fi^iJ#^-: 8) £1^/7^-2 (BB^J#^: 9) £ffiv>TPCR : MT& 
of;, PCRPiPyrobest DNA polymerase (SJSit) 
*ffiv\ ®9 8r • 1#*>?£> ©9 8*C • 1 0«\ 5 5<C • 3 0f3\ 7 2°C • 6 
0^*3 5@Ot, (3)7 2^ • 2^#gH>^of:o RJfcfe, it^IE^* 

mmsm sai i xbai«u^ ^xu^^-pa 

KKO-1 1 lH^AUM^^^-^ii^o ^60m*@B^J«rft¥tfb^ 
6^£*L&T^mSBW^&&^**FPRL2*W^ 

R4r3-K*r*cDNAR^I (BB^I#-^ : 7) &#£o 
[0 12 1] 

»!5 9? MWfi*FPRLlt3-KticDNAO?n-s>/k* 

7^»ImRNAHMarathonTM cDNA Amplific 
ation Kit (Clontec htt) »TcDNAHiU -e<Z>* 

3 io) (im: i i) »tpcr^t 

fcofco PCRWiAdv antage 2 Polymerase mix( 
Clontec htt) *ffiv>. ©9 1*. ©96t-l 0*K 7 2 r • 2 

#£5 UK ®9 6*0 • 1 Ofl\ 70t-2^5@,©96lC-l 0#\ 6 8 r 
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• 2 55*£2 5@0^ ©7 2t • 5#0#ftSfc«rff*ofco RJ&fk 

* T OP 0 TA Cloning Kit (Inv i t rogentt) <OQdS 
CU^T^^n^^- pCR2. 1TOPO (Invitroge 
n tt) HflUU £*v£7CMmjMl 0 9 (saat) CfXtt^n-->^ 

KtScDNAEJItft^o iOi»!HW*titK2 
i©^7^-, 7":M^-5 (K^#*: 12) M77^-6 (@a^ij#^ 
: 13) *Ktt-U YW-m.mRNAfrt>&mLtzcDNA$:mm.£ t 

TMarathon™ cDNA Amplification Kit (C 
lontechtt) ^l:totW*l5' -RACEW -RACE 
fcfrfcofco PCR(i±lW^t»1f4v\ RjfcfcflMMtofcTOPO 
TA Cloning Kit (Invitroge ntt) «ta»ot 
7° 7 ^U*^^^-pCR2. 1TOPO (Invitrogen tt) &~tf A 
U at*WJM10-9 KiXU^n-iV^U. 

— K-T* c DNAE^I&f&fco £ tt^E^JIf * 21@07'7 

^^_ 7 (ie^ij#-t: 14) R^7^f7-8 (EBI#^: 1 5) 

fcWHfrU ±»09? MWKmRNA^]fiUcDNA«:«HfcL-CPCR 
£^T&ofco P CRICfiP y r o b e s t DNA polymerase ( 
SSHSS) SrfflV^ ®9 81C • 1M, ®9 8*0 • 1 0#\ 55^-3 0#\ 7 
2*C • 6 0#£3 5m<7)f£> (D7 2°C • 2#<&#SRJ&*?r*-=>fco RJfrf^ *f 
4«fe*«IIR&S Sal I XIT Xbal-e^JiU^ W 
*- P AKK0-l 1 lHCifAUHl^^-^t^ £*L4riWIR** 
Sal I W Nhe I -CisDir UTfliX»f>t*iOffl U 7°7* S Y**9 9 ' 
-pUCl 1 9tw«r^L-Ci*te>©a»E9B«r»«fLfctt*, EflBH- : 

§ *i& r s y kebi* h * & v y y (ommc ? wmumsmfc* 

& 3 — Y"t%> c DNAE^J : 5) Sr&fco uOcDNAi'jSitli^ 

tL^T^/miB^iJ (E^!I#^: 4) *<£&irZ>mM? >FPRL 
1 fc#*Ufco ifci0^^5F*flWt^W^*^ (E s c h 
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erichia coli) J Ml 0 9/p UC 1 1 9 - r FP R L 1 
[0 12 2] 

*%W<0 F P R L 1 'J *T> K> ^m<D F PRL1, t tfrti^fP^ F P R L 
$»FPRL1 'jr/KfcFPRLl t £ffiv>& i t K X o FPRL 

[0 12 3] 

[se^ij^l 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> A Novel Ligand For FPRL1 Ans Its Use 

<130> B02356 

<160> 15 

<210> 1 

<211> 13 

<212> PRT 

<213> Pig 

<400> 1 

Met Phe VaT Asn Arg Trp Leu Tyr Ser Thr Asn His Lys 

1 5 10 

<210> 2 
<211> 351 
<212> PRT 
<213> Human 
<400> 2 

Met Glu Thr Asn Phe Ser Thr Pro Leu Asn Glu Tyr Glu Glu Val Ser 
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111/ 



5 10 15 

Tyr Glu Ser Ala Gly Tyr Thr Val Leu Arg He Leu Pro Leu Val Val 

20 25 30 

Leu Gly Val Thr Phe Val Leu Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Thr Arg Thr Val Thr Thr He Cys Tyr 

50 , 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Ala Thr Leu Pro Phe 
65 70 75 80 

Leu He Val Ser Met Ala Met Gly Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu He His He Val Val Asp He Asn Leu Phe Gly Ser 

100 105 HO 

Val Phe Leu He Gly Phe He Ala Leu Asp Arg Cys He Cys Val Leu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Met Lys 

130 135 140 

Val He Val Gly Pro Trp He Leu Ala Leu Val Leu Thr Leu Pro Val 
145 150 155 160 

Phe Leu Phe Leu Thr Thr Val Thr He Pro Asn Gly Asp Thr Tyr Cys 

165 170 175 

Thr Phe Asn Phe Ala Ser Trp Gly Gly Thr Pro Glu Glu Arg Leu Lys 

180 185 190 

Val Ala He Thr Met Leu Thr Ala Arg Gly He He Arg Phe Val He 

195 200 205 

Gly Phe Ser Leu Pro Met Ser He Val Ala He Cys Tyr Gly Leu He 

210 215 220 

Ala Ala Lys He His Lys Lys Gly Met He Lys Ser Ser Arg Pro Leu 
225 230 235 240 
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Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr Val Trp Leu Lys Glu Met Leu 

260 265 270 

Phe Tyr Gly Lys Tyr Lys He He Asp He Leu Val Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Phe Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Val Phe 

290 295 300 

Val Gly Gin Asp Phe Arg Glu Arg Leu He His Ser Leu Pro Thr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Ala Pro Thr Asn Asp Thr Ala 

325 330 335 

Ala Asn Ser Ala Ser Pro Pro Ala Glu Thr Glu Leu Gin Ala Met 
340 345 350 

<210> 3 
<211> 1053 
<212> DNA 
<213> Human 
<400> 3 

atggaaacca acttctccac tcctctgaat gaatatgaag aagtgtccta tgagtctgct 
ggctacactg ttctgcggat cctcccattg gtggtgcttg gggtcacctt tgtcctcggg 
gtcctgggca atgggcttgt gatctgggtg gctggattcc ggatgacacg cacagtcacc 
accatctgtt acctgaacct ggccctggct gacttttctt tcacggccac attaccattc 
ctcattgtct ccatggccat gggagaaaaa tggccttttg gctggttcct gtgtaagtta 
attcacatcg tggtggacat caacctcttt ggaagtgtct tcttgattgg tttcattgca 
ctggaccgct gcatttgtgt cctgcatcca gtctgggccc agaaccaccg cactgtgagt 
ctggccatga aggtgatcgt cggaccttgg attcttgctc tagtccttac cttgccagtt 
ttcctctttt tgactacagt aactattcca aatggggaca catactgtac tttcaacttt 540 
gcatcctggg gtggcacccc tgaggagagg ctgaaggtgg ccattaccat gctgacagcc 



60 
120 
180 
240 
300 
360 
420 
480 



600 
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660 
720 
780 



900 
960 



1053 



agagggatta tccggtttgt cattggcttt agcttgccga tgtccattgt tgccatctgc 
tatgggctca ttgcagccaa gatccacaaa aagggcatga ttaaatccag ccgtccctta 
cgggtcctca ctgctgtggt ggcttctttc ttcatctgtt ggtttccctt tcaactggtt 
gcccttctgg gcaccgtctg gctcaaagag atgttgttct atggcaagta caaaatcatt 840 
gacatcctgg ttaacccaac gagctccctg gccttcttca acagctgcct caaccccatg 

ctttacgtct ttgtgggcca agacttccga gagagactga tccactccct gcccaccagt 

ctggagaggg ccctgtctga ggactcagcc ccaactaatg acacggctgc caattctgct 1020 

tcacctcctg cagagactga gttacaggca atg 

<210> 4 

<211> 351 

<212> PRT 

<213> Rat 

<400> 4 

Met Glu Ala Asn Tyr Ser He Pro Leu Asn Val Ser Glu Val Val Val 

5 10 15 

Tyr Asp Ser Thr He Ser Arg Val Leu Trp He Leu Thr Met Val Val 

20 25 30 

Leu Ser He Thr Phe Val Leu Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Val His Thr Val Thr Thr Thr Cys Phe 

50 55 60 

Uu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Val Thr Leu Pro Phe 
65 70 75 80 

Phe Val He Ser He Ala Met Lys Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu Val His He Val Val Asp He Asn Leu Phe Gly Ser 

100 105 11° 

Val Phe Leu He Ala Leu He Ala Leu Asp Arg Cys He Cys Val Leu 
115 120 125 
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His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Arg Lys 

130 135 140 

Val Val Val Gly Pro Trp He Leu Ala Leu He Leu Thr Leu Pro He 
145 150 155 160 

Phe He Phe Met Thr Thr Val Arg He Pro Gly Gly Asn Val Tyr Cys 

165 170 175 

Thr Phe Asn Phe Ala Ser Trp Gly Asn Thr Ala Glu Glu Leu Leu Asn 

180 185 190 

He Ala Asn Thr Phe Val Thr Val Arg Gly Ser He Arg Phe He He 

195 200 205 

Gly Phe He Met Pro Met Ser He Val Ala He Cys Tyr Gly Leu He 

210 215 220 

Ala Val Lys He His Arg Arg Ala Leu Val Asn Ser Ser Arg Pro Leu 
225 230 235 240 

Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr He Trp Phe Lys Glu Ser Leu 

260 265 270 

Phe Ser Gly Arg Tyr Lys He Leu Asp Met Trp Val His Pro Thr Ser 

275 280 285 

Ser Leu Ala Tyr Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Ala Phe 

< 290 295 300 

Met Gly Gin Asp Phe His Glu Arg Leu He His Ser Leu Pro Ser Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Gly Gin Thr Ser Asp Thr Gly 

325 330 335 

He Ser Ser Ala Leu Pro Pro Val Asn He Asp He Lys Ala He 
340 345 350 

<210> 5 
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<211> 1053 
<212> DNA 
<213> Rat 
<400> 5 

atggaagcca actattccat ccctctgaat gtatcagaag tggttgtcta tgattctacc 60 
atctccagag ttttgtggat cctcacaatg gtggttctct ccatcacctt tgtcctgggt 120 
gtgctgggta atggactagt gatctgggta gctggattcc ggatggtaca cactgtcacc 180 
actacctgtt ttctgaatct agctttggct gacttctctt tcacagtgac tctaccattc 240 
tttgtcatct caattgctat gaaagaaaaa tggccttttg gatggttcct gtgtaaatta 300 
gttcacattg tagtagacat aaacctcttt ggaagtgtct tcctgattgc tttaattgcc 360 
ttggaccgct gcatttgtgt cctgcatcca gtctgggctc agaaccaccg cactgtgagc 420 
ctggctagga aggtggttgt tgggccctgg attttagctc tgattctcac tttgcccatt 480 

• tttattttca tgactacagt tagaattcct ggaggcaatg tgtactgtac attcaacttc 540 
gcatcctggg gtaacactgc tgaagaacta ttgaacatag ctaacacttt tgtaacagtt 600 
agagggagca tcaggttcat tattggcttc ataatgccta tgtccattgt tgccatctgc 660 
tatggactca tcgctgtcaa gatccacaga agagcacttg ttaattccag ccgtccatta 720 
agagtcctta cagcagttgt ggcttccttc tttatctgtt ggtttccctt tcaactggtg 780 
gcccttttag gtacaatctg gtttaaagag tcattgttta gtggtcgtta caaaattctt 840 
gacatgtggg ttcacccaac cagctcattg gcctacttca atagttgcct caatccaatg 900 
ctctatgctt tcatgggcca ggactttcat gaaagactga ttcattccct gccttccagt 960 
ctggagagag ccctgagtga ggactctggc caaaccagtg atacaggcat cagttctgct 1020 
ttacctcctg taaacattga tataaaagca ata 1053 
<210> 6 
<211> 351 
<212> PRT 
<213> Mouse 
<400> 6 

Met Glu Ser Asn Tyr Ser He His Leu Asn Gly Ser Glu Val Val Val 
5 10 15 
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Tyr Asp Ser Thr He Ser Arg Val Leu Trp He Leu Ser Met Val Val 

20 25 30 

Val Ser He Thr Phe Phe Leu Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Pro His Thr Val Thr Thr He Trp Tyr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Ala Thr Leu Pro Phe 
65 70 75 80 

Leu Leu Val Glu Met Ala Met Lys Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu Val His He Val Val Asp Val Asn Leu Phe Gly Ser 

100 105 110 

Val Phe Leu He Ala Leu He Ala Leu Asp Arg Cys He Cys Val Leu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Arg Lys 

130 135 140 

Val Val Val Gly Pro Trp He Phe Ala Leu He Leu Thr Leu Pro He 
145 150 155 160 

Phe He Phe Leu Thr Thr Val Arg He Pro Gly Gly Asp Val Tyr Cys 

165 170 175 

Thr Phe Asn Phe Gly Ser Trp Ala Gin Thr Asp Glu Glu Lys Leu Asn 

180 185 190 

Thr Ala He Thr Phe Val Thr Thr Arg Gly He He Arg Phe Leu He 

195 200 205 

Gly Phe Ser Met Pro Met Ser He Val Ala Val Cys Tyr Gly Leu He 

210 215 220 

Ala Val Lys He Asn Arg Arg Asn Leu Val Asn Ser Ser Arg Pro Leu 
225 230 235 240 

Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 
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245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr Val Trp Phe Lys Glu Thr Leu 

260 265 270 

Leu Ser Gly Ser Tyr Lys He Leu Asp Met Phe Val Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Tyr Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Val Phe 

290 295 300 

Met Gly Gin Asp Phe Arg Glu Arg Phe He His Ser Leu Pro Tyr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Gly Gin Thr Ser Asp Ser Ser 

325 330 335 

Thr Ser Ser Thr Ser Pro Pro Ala Asp He Glu Leu Lys Ala Pro 
340 345 350 

<210> 7 
<211> 1053 
<212> DNA 
<213> Mouse 
<400> 7 

atggaatcca actactccat ccatctgaat ggatcagaag tggtggttta tgattctacc 60 
atctccagag ttctgtggat cctctcaatg gtggttgtct ccatcacttt cttccttggt 120 
gtgctgggca atggactagt gatttgggta gctggattcc ggatgccaca cactgtcacc 180 
actatctggt atctgaatct agcattggct gacttttctt tcacagcaac tctaccattc 240 
cttcttgttg aaatggctat gaaagaaaaa tggccttttg gctggttcct gtgtaaatta 300 
gttcacattg tggtagatgt aaacctgttt ggaagtgtct tcttgattgc tctcattgcc 360 
ttggaccgct gcatttgtgt tctgcatcca gtctgggctc agaaccaccg cactgtgagc 420 
ctggctagga aggtggttgt tgggccctgg atttttgctc tgattctcac tttgcccatt 480 
tttattttct tgactactgt tagaattcct ggaggagatg tgtattgtac attcaacttt 540 
ggatcctggg ctcaaactga tgaagaaaag ttgaacacag ctatcacttt tgtaacaact 600 
agagggatca tcaggttcct tattggtttc agcatgccca tgtcaattgt tgctgtttgc 660 
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tatggactca ttgctgtcaa gatcaacaga agaaaccttg ttaattccag ccgtccttta 720 
cgagtcctta cagcagttgt ggcttccttc tttatctgct ggtttccctt tcagcttgtg 780 
gcccttttgg gcacagtctg gtttaaagag acattgctta gtggtagtta taaaattctt 840 
gacatgtttg ttaacccaac aagctcattg gcttacttca atagttgtct caatccgatg 900 
ctctatgttt tcatgggcca ggactttcgt gagagattta ttcattccct gccttatagt 960 
cttgagagag ccctgagtga ggattctggt caaaccagtg attcaagcac cagttctact 1020 
tcacctcctg cagacattga gttaaaggcc cca 1053 
<210> 8 
<211> 42 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

aaacagtcga ccaccatgga atccaactac tccatccatc tg 42 
<210> 9 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 9 

ctttctagat catggggcct ttaactcaat gtc 33 
<210> 10 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
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<400> 10 



atctgggtag ctggattccg gatg 



24 



<210> 11 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 11 

tctttcatga aagtcctggc ccatgaa 27 
<210> 12 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 12 

aggaattcta actgtagtca tgaa 24 
<210> 13 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 13 

acagttagag ggagcatcag gttc 24 
<210> 14 
<211> 43 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 14 

ataaagtcga ccaccatgga agccaactat tccatccctc tga 
<210> 15 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 15 

aaatctagat catattgctt ttatatcaat gtttaca 37 
[HliOffiiiLftflH] 

[Ell] *^3»; y^mWiV^^M (Basa 1) fc*tU ( 
FSK) 1 //M^i^i* t^^itilt7 7^'>3 > 1 ~ 1 2 (F r a 
c. 1-12) t*^3W (FSK) fcH8#^inLT>f V^ra^-^a > 
U J|IUfertcAMP*«:tt«tLfeJKf**^'to ±OSfi0. 0 5g/we 1 lffi 
^<7>Jli}tB$:&, TOl&liO. 5g/we 1 lffliO»tiit»t^f 
o ^iithFPRL 1 - GFPlrMLtv^mo c k»£, b 
FPRL 1 - G F P fflH/:C H 0»*fflv^;igf ^to «3ftfifttl*l 
cAMPsiJg (pmo 1/we 1 1) &^-fo 

[HJ2] ^B^feOrtBttFPRL 1 'J^K©W9Ad i p h e n y 1 
2 19TP52 (Vydac) Ci^f^iigf *^to ±^li^nvh 
^7 7^7->^to m*<vm.m±2 l 4 nm^f^itMHlOT^h 

fcSP^-Olfc^ig'CJb&o 2 1 4 n n m«EJ: W L/:7 7 ^ y a > ^/7to 
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titzfrMLtz&y 7 ? *s 3 yK&tf&t MFPRL 1-GFPMCH0« 
[123] ^^HttFPRL 1 KP 3<7)^ M; ytXTisXy-J y Kl/- 

[HI4] :/*|*lHi4FPRL 1 Vif> KP 3<7)^W^ Y uxy°U4 j 

frffimwKi.z>^**s<? Y)v*7f;ir 0 mM^mm/mm (m/z) , ^nm^ 

oHS^ym^ 100%t Lfct #offiMSilJ£*^o m^ ; y^'T^Ky 

[15] m/z 5 8 0. 6 ^I^t>tL^MS/MS^^^h^^fiM 
Hf#lO«lfV7 hMaxEn t 3 £fflv*T 1 fifi^ft Lfc O&^-To C*^ 
AS* -Stroll (y^'J) <7)— 3W>>f *>K££j|£&rjgr*£;*^ h^±«|5lcfBL 

[0 6] ^flBttFPRL 1 V1f> KP3<7)iV^ 
MfiaSv^X^^ b;i/?r^1-o ^fiittFPRL 1 KP 3?>I*I 

U7x^W^>f-r/ (PTH) EI+fcUfSLfcT 
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Vydae dipheoyl 219TP52 fractions 
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